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(54) HUMAN MONOCLONAL ANTIBODY AGAINST PARATHYROID HORMONE-RELATED PROTEIN 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain (a part of) a human monoclonal antibody against a 
parathyroid hormone-related protein which is completely free from the antigenicity to 
human body, free from side effect and useful for the treatment of hypercalcemia, 
malignant tumor, septicemia, hypophosphatemia or the like since the antibody has 
reactivity with (a part of) the human parathyroid hormone-related protein. 
SOLUTION: This antibody has reactivity with (a part of) a human parathyroid hormone- 
related protein and has a property among (i) suppressive activity on the intracellular 
increase of cAMP accompanied by the stimulation with a parathyroid hormone-related 
protein, (ii) suppressive activity on the release of calcium from bone and (iii) 
suppressive activity on the increase of blood calcium. Further, the human monoclonal 
antibody has reactivity with a partial amino acid sequence of a human parathyroid 
hormone-related protein having an amino acid sequence of either formula I or formula II, 
and a bonding velocity constant Ka and a dissociation velocity constant Kd between the 
antibody and the human parathyroid hormone-related protein are £1 .Ox 1 03 (l/M.sec) 
and ^1 .Ox 1 0-3 (l/sec), respectively. 
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(54) [«9!<0**M M^WM^^^a^Wt^C^-St h^/^D-^l/Stfl: 



(57) CS*5j] 

[ISffi] b hgiJ?«B*J^>|!!iai»>^4' (PTHr 
P) ©£%^£Wi!HJ-J-Sr£tt£Wl/. l-5»t h£3fc 

W-jf -T. 3E t h PTWrrtC*t-r *I§HT i.«ttfifll«:{* 
^©^©v^X/ciJ^SCiJlsrWfflftt 1-PTHrPCC 

[S?i*#&] *£*ffl&x&ffi£J?§i,>T<'|;S!!l,fcb h 
T£C<!: «:«{:♦). 5tM#St4. tJt/Ma^PttS^PTMrP© 

v-5X/t h*j<7!S{*R^CDR-graftec«i«: 

4. 



1 

Kbh^^D-tJUSWi, Tie 
(a) (c) coi>-r^^{cIBiS<Dt4S^Wr^Ci 

*fc 25 : 

v<d c AMPcDhmcttoxwrnmcitm? z ; 

(b ) BJ¥t»*iU*>Bair>^^aW»te»^#^6 
(c) l»l^ttJS^jU^>Mii^>^*^fiJffiCC#^lfil^^ 

C«l*«3 3 St h*y*n-*-;btS##. TIS 
( a ) ( b ) ©t»-fh*»©7 5 ^MEW*?!-*" 4 

( a ) AVSEHQLLHCKGKSIQPLRRRFFLHHLIAErHTA : £ felt 
( b ) AVSEHQLLICKCKSIQDLRRRFFLI+ILIAEIHTAEIRATo 

5 * s 2 a - ^;uta<tr * 4 C <t £ 
* a - ± t tcte^(D-M. 

CW*W7 ] ttb h^r^^D-^;U!n(*<bb hVJ¥tt 
IB^;U^>W«5r>^^<h(D^3lS®K ( k a ) ifi. 
l.ox itf cVM.Sec)«±©«ttr ** c i 

»3R^i7is»3WH6<oc»r*i*>«caa«i<ot h^t/^P 

CMW8I8 ] Kb h*y^a-^JUin{*<tb hKHPtt 

.»*iu*>i«a>>^^i(D»iijtaDe» Ud> **, 

l.ox 10- 1 (VSec)«T<D»ffl-C*«C iS^TSU 

#jsi TiMaisRjaeot^rti^cciaaob ^p- 

Ci9^JI9 ] &b hty^a-tJUaftit h8J¥t* 
■*;l/*>BBil5r>A*£<DJ|WiSfl (Kd) tfi. 1.0 
x 10- 7 CM)«TO««r * 4Ci **S» i f SIR** 1 

im*m 1 0 ] ^*S^$B3£» (ka)#, l.oxw 
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(1/M. SeOfe*±S>»ffiT <fc £ C ± i r 7 

cmjftcH i i ] mmm&mjEn <kd)#, 1.0x10 

[19**1 1 2 ] &mffiJE& (Kd)#. l.ox icr f (M) 

feiTORII-C* S C <b £ r 9 CCI2KO t 
h * >/ * p - ^ juftf* $ ft c j-t (D — bP 0 

CI»*E13] RRBESt(Kd)#. l.Oxicr'(M) 

[»#J1 1 4 ] §gj68EE& (Kd) l.oxio 
* 13 (M)«T<oafiir»5C<t*1$»t-r5Sll5R3Bl 3CC 

5 ] S£b h*-/i>n-^AHK#£k hgij? 
#M*iU*>l«adr>^-^£©3B6afltS» (ka) 
l.oxitf (i^.Sec)«±<7)afflr*4C£*Wa£ 

r 2 i tea!*** 3 cciaisco tK/^p-t 

20 [19*1116] RbK/^p-tJl/KftibHHf 
*«*^>Hii4r>^-^ < k©W(iilflD£» ( k d ) 

l.0Xicr 3 Ci/Sec)tiTCD»fiir*5C£^1f»<bT 
6gf^l2^/ , c«?f3e3l3CcffitK(Db h-ty ^n-^-ii/ 

CSI*^1 7 ] ggb h*-/^a-^jHS*£ t M»J¥ 

i^*>i*>mMz>'*# t®mmm» (Kd) ^ i. 

ox ior ' (M)«TCW»«r * 5 C £ *^8i 4TS 19*5 2 
30 1 8 ] tttS^iiSStt (ka)^ l.oxio 4 

Cit^JI 1 9 ] &««i£J33£» (kd)#, l.oxio 

[M3»i2 0] mtinest ( k d ) «s. i.oxio-cm) 

Cf9*^2 1 ] &m$m& (Kd)#, 1.0Xior»(M) 
40 «T^«r**Ct*»»£r5l|3»12 0«C>attO 
b h * y ^ a - fc(J-e(D-a5 0 
Csf*J12 2] ttMHCtt ( K d ) ft*, l.oxio 

- 19 (M)«T^fflr^^c<i:4^st<bT^iil*^2 nc 

[IS^2 3 ] b hW¥(»*;u*>Ha*>><** 
50 JNBISr*4C £ft»«£T*«l3Ril2 3 tcis*goaB]»a 0 



(3) 

3 

M$«2 4CC£HQttlliL 

mm t m*i*m fcfco ^ x n - -?mm tzm-SL-cm^ 

K82*B<DIBIJH. 

h^>^*i^-7^r»5C4t»iit5 10 

«*ii2 6«cEtt©«Ma. 

[19**12 8 ] tt*0Jia# k HKMFHS^FERM BP-6390 

[»*3f 2 9 ] ttttlttl#» b H"J¥«Bl*^*>Ha 

ffltcSJEtttwr* b 
-*;Mfi<*©*»*=i-- Ft4DNAgU<IK©(ilI 
*3-Kt5DNA©t»-ftl^-»ODNA, £fct*W 
»ODNA^«Brt«c*Aati*ci«:J:0»lteft3 
hfc»»(gj^«ir**c<tt*fk<fc-r*i(l*q|2 3«c 20 

[19*313 0 ] b hffl¥«»*;U*>Mii4r>^^* 
fcte*©— 8KCJE£14«:WT4 b btstrv -*-;Hfif* 
SPr^o-C, SRRSF?£S-^-FERMBP-6390~C 

[i»#«3 l ] b h«l¥tWR^*>Ha^>^^* 

M«**TSe ( a ) ( b ) <OC»rtl3&»CCS2»<Dr 5 

/KE^J : 

(a) R?tf*94, EJ*J##6, E?>J#^8, E?>J#^ 

1 0. s&i*m 2, e^j*#i 4, E&mm 6, e 

?|JS^1 8, E7M2 0RCFB*Hre2 2#>6fc48l 

W; ttcte (b) E7tJ**4 % E?J## 

8 . ti&m^ 1 0 . EJ*J#^I 1 2 , 14, E3*J 40 

s-9 l 6 . E^fj#-^ 1 8 , mm^z 0&£>'K^J#-^2 

2 a> 6 & 4 wa> 6««n 4 c>rn* 1 ocDse^js^ccie 

i8i*n4T 2 -/MEM+OT 2 ^K#^2UiSii9SB 
<*£/ctt-e CD-SB. 

CM#*3 2 ] b hBW(m#;l^>Ha*>'<** 

»«c JSttt* W-T 4 * s Z a - * Jl^la** fc 
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««#Ti2 ( a ) TiM ( d ) <Di»r*iJfcCCgett<D7 2 / 

(a) EW»#2 4, EM##2 6. IS^JS-^2 8. 12 
?WH»3 0, EW«^3 2, EM«3 4. E^J#^3 
6, I25*J#-^3 8, RC^W##4 2^6fc48M>6S 
«*i4<,>-r*i*» l o(DE3W*#tcK183*i4 7$ /BE 

(b) E^J#-^4 OfcimZtiZT a /®E?'I*CDT 2 
. /K#-^207 7 jMii5#gor s /MK?'J ; 

<c)E?'J#^2 4. iE?'JSf2 6 t E7'JS^2 8, 12 
3*J#^ 3 0 % E?iJS^ 3 2 , 12?iJ#^ 3 4 . E^J*# 3 
6, i2?iJ#-^3 8 , &O^J#^4 2^6&4§¥^6ii 
tfn4t>m*> 1 o<DE^J##CCE]B3ti-5r 5 -^Kffi 
JWcdt 2 /K#^207!;Mii7#g<D7 = /MEMCCfc 

ttJJDSn/tT 5 /MEW ; 

( d ) E?»J#-^ 40CCifiiS;?*4T$/ ME3W<D7 S 
^B*9207!iMll5#B<Dr S-/»E5»J«c*Jtir. IS 

7 z /»E?>J ; *£trr 2 ^KE?»J*#r 4 c <h ««« 

[IS*313 3 ] &b ^n— ^;HS»<d»«*3 
D««RVJ«WW)DNA36s, S^V 
3-30, cxLRVJHefca*r4Ci*»«i-r«ai5RiIl 
7b^5«*^2 2<DC^n^iCiaigCDb b*s*U-i-)\, 

[19*^3 4 ] »b h^e/^n-^;uCi«t<D®IS^^ 
-K-T4V««. DfBttRVJIMWODNA^ S^VH 
4.16, i>viRVJHeccS*r4C<fc*«p*4r«W*3Hi 
75SM*3I2 2 0l*"Tti^«:E*Ob b*s2a-i-)l 

-KTSVfliidftVJWijJODNA*. S^DPKisSOJ 

* 3cc 4 c <t zmk t-rz \ nmmm 2 

[19*^3 6 ] Kb h^/^a-^il/ta(*<0*tt«:=i 
-FT*V«(L D««acfJ««©DNA3&s, S^V 
J-30, DNiRO'3H6tCi*C Sogrb h * / ^ a 
tnt*<D@SH *3-Kt5V «8i§Sa^ J ffl£<D DMA**, 

5 ^7 DPK15Rt>' J k 3CC * 3fcT 4 C 4 £ 1 4 IS*3I 

1 7}Mi«*JS 2 2 (DC »-rft*«cE»© th^e/^P-t 

-Kr*V«l«. D««aVJ*«ODNA#, S^vh 
4.16, DMS^JHetCfi^U, fl^lSb h^:/ 2n-i~)l 
ttt*OB«* 3 - K f 4 V Mi&Rtf J «B^CZ) D N A . 

6 0PK15SO* 3 « 3CC * *T 5 C 4 4 T 4 IS*^M 

1 7iMIS*^2 2 0C^-rti^{Cia*8<Db h^/^n-^- 



(4) 

5 

c n#m 3 8 ] amm i nmn&m 222 tcxtmm 
r amm3 9] imm2, s$#m3. m*jii 575s 

',cl8iX©t Hr^^n— ^;HSi**A:«-e©— SO' 

££.£©te*Km»*>*iac:£**s»£-r.s«j#B3 g 
SC1S1S<DB3IUII$M. 

?6«<cfflt>6*lSC&* ! 8»<i-r4§»5jai3 9«C3£iS© 

C 1*409 4 3 ] KBXMtiHtfts . WB y r> v ^ * fcB 

* fcti^KCCJfl 1, » 6*1 * C £ £1584 £ T *IS SOH 3 9 CC 
fflia©*S«©«l$)J * It ffl C >6 ft * C £ £ 8* £ 

&*i4c£**«£T4iuioi3 9icieM<ommmis. 30 

ar * ffi^o^stcffl i, » 6 ti * c t * mi <t t * mm& 
cm#94 s ] m&Wfi. mm. mraa. tta^ 

CfS*JS4 9] MUHUMfttf. M^OJQiffiftCcfl 

mm 3 9 (cis«©ssiffl«E«». 

JS3 9tciB«|<!>EXIEJlfifM. 

[M3&95 1 ] mmmMim&. Kuhrn (sepsis) * 

fci*£»tt&2lCffSEttB (SIRS) ©TSjSCCflKXbilS 

c £ fern* £ -r * 3 8 <c lettoEMiffl^ . 

fiS^!. 50 
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CO 00 1 J 

■t>Mil JO'*^ (Parathyroid Hormone-Related Prot 
ein> PTH-related Protein, PTHrP) * /ct*^©— g|5(C 
5!&tt£W-r* t b*sira-T)l,tn#. t£tr^£ 

CO 00 2 ] 

it. l^iCft^lOmq/lOOml (#J2.5mM) (C4t#i* *VC*J 
*). Ctl££.#<Dtj)l<is'5l>*jt XXZisZ. (calcium 
homeostasis) £i*M;. C©(iia5 50%Ji(T(CfgT-rS 
£. Steel,. j»C50%±#WS£.« 

NlOflMtiSc 0. i'fh©f|*tSHt*tl«li 

ii»*i*;l'^'?A<Offiji*S'S£l/r. #*J*^i"tJA 
©B?iasW£Lr. tfcWBWJ^JUi/^AOSfitartfi 

*;1/*>&C«. r£tt32f2 5>D [la ,25<OH),Qj . 
SWtW»*Jl'*> (Parathyroid Hormone, PTH) . t>)l 
> b — >RC?PTHrP < Parathyroid Hormone-Related Pro 
tein, PTH- related Protein, PTHrP) &£#3£tf 6*1 

[0003] #«. £{*©:£*#«»£ or. acftEits 

■?A©BfiaSW£0-C<0S^j:i9:f!l*ti-p-Ct.^. -e<D 
OBfS. £K!R (iHRiR) «r»0iBl/rt»*. 

( I S35-y»5ti'«MJIHSB) CC«fc£ 

5iH , ©^(S £-encc?i#i^< EEHfc&gs 

0. «ft0fe*iU^ i 5A*»mBiJ{cWUl-r*c£«cj: 
#«B»aCC J: 0 QftltZ 3 tl /£'&©^IBSP« . -^ifffllSCC J; 4 

© , ; ; &f : v>y£p*{3:n. y^-^y^yjccto. 

**t?U>*«cMfc**i. #^(*©^S^«l^$n5££ 

Co oo 4] c©«fc^^-»©y*7 r, j>^so'^;ui-'0 
f •>x«:SS^!93l*m/c-r#S : iWia£iK# 

wia©^^ (*385*fflBa^6©»^b. mm. wm «:«. 
#BWiwiaw-f h*^>ttt) #w^Lrt»i. 
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[0 00 5] 9l¥tfcI»*A>-*> (PTH) X)lis<yA 
& a fc rCDPM*. 3 1 r = ^ME5»j3^6tt*^u^n 

(-31--1) £ 3 1 < 847;/ ISic3?iJ ( PTH 
(1-84)) PTW)^»fgl4(Z>*31(C'iJ*+»a 
flfcSt^ KPTHCl-84)ON*iaffl!tol-340««| (PTHC1-3 10 
4)) CC(Sf#Stiri*S (Proc. Natl. Acad. Sci . USA. , 
Vol. 68, p. 63, 1971; Endocrinoloav, Vol.93, p. 134 
9, 1973; Peptide and Protein Reviews, Vol.2, p. 20 
9. 1934) . PTH©*^*>fPffl« % #^»«<Q*ffl jfflJBCC 
f?S^£ FTH/PTH rP^Sft ( PTH&tfPTHrPt*|5j---<7)§lF 

<KT**±»¥t^*>6pn«z^^ 20 

*«c*jc»rc4#«Neiatcfpffli/r (ih&ihbccj:£K* 

5^«^«lft3tlS/7^J/^A«*i«d>3-tt4 (Brow, 
E.M., Homeostatic mechanisms requlatinq extracellu 
lar and intracellular calcium metabolism, in The p 
arathyroids, p. 19, 1994, Raven press, New York) 0 30 

[0007] Bj¥tt»*;u*> (pth) tmmcnm* 

SJ^tta^U-t^WiljrV/^^ (PTHrP) 
PTHrPCDffaO^($U, 1930^«;tCMO, Stt®^ 

#*o5*irc»fc. i94itcaor, xi£jmcc<j;£Aj?ri£ 

PfHOj^tcj:0**iUS/^Ailliffi©»ffi^7SiSt3ti, p 
7HSI1!»©#fi3Wfflffi3tiJt (New Enql. J. Med. t Vo 40 
1.225, p. 789, 1941) . 1980¥RCCtt 0 , -£CDPTK&=B5 
W**PTH± 5 ifi PTHi f5l-(DS§(*€:^ L r PTHfi 

Offffl*att3T*]iiJ©1WtiUr. a4<0BJRNIIS*>5 
HIJEitlfc (Proc. Natl. Acad. Sci. USA, Vol. 
80, p. 1454, 1983; 3. Clin. Invest., Vol.72, p.151 
1, 1983) . 

[0 00 8] t HDPTHrf(CB3«KOrYV7*-A 

K (-36--1) ±3I£&<1397 £ smti&l (PTHr 
PCl-139)) *ie>ttO , f6C02O(i, ^U^D^7*f K 50 
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&0*-emc3l£j&< PTHrP(l-139) <blSJ— COE^JCDC^ 

fcPTHrP(l-14l) iPTHrPCl-173)-C*S. fiP^. C^^ 
3-507-fV7*-AB % *©^"U^o|B9»Ji-tncc5l 

rPTHrPt*. 7-) v r CDPTHrPiiSC^T 5 / Kffi 

ttBfia&TiBti (Crit. Rev. Biochem. Mol . Biol., Vo 
1.26, No. 3^, p. 377, 1991) . 

[0 00 9] FTHrPCDN^<Dl-13^r S ✓ PTH 
itfceWKl*ffll§H4**L (8fflOT5-/«!*5|SI— ) , 
14-347 5 y««JM)7 $ ^MeWliPTHrPCCftSttr* 
*©*^1tit«PrrKDl4-347 5 ^M«^1K;>C» 

PTHrFTOl-347 5 sWOWr&FTHi. mm— <z>£$tf£1±* 
^tCi^6. PTHrPCDl-347 5 PTHfig^ 
(PTH-like reqion) £Df{i*i£ (Endocrine Rev., Vo 
1.12, p. 110, 1991 ; Endocrinology, Vol .125, p. 2215, 
1989) o 1-347 S VWJ; 0 CJ£$&m<DT $ S 

MBW«PTHrrtCl$sffr*0 PTH£+g|5Jt£4^i* fcOC i 
PTH-unlike region<hP¥&fe3. £fci5a!<D£:fe 
0, PTHrPttPTH£Sg(**2«rU PTH/PTHrPgS&CC 

;U*>WiI£>^^ (PTH-relatecferotein, FTH-like p 
rotein, PTHrP) ±Pf J; 5 CC& (Proc. Natl. 
Acad. Sci. USA, Vol.84, p. 5048, 1987; Science, Vo 
1.237, p. 893, 1987; Biochem Biophys. Res. Comm., V 
01.146, p. 672, 1987; J. Clin. Invest., Vol. 80, p. 18 
03, 1987; Crit. Rev. Biochem. Mol. Biol., Vol.26, 
No. 3-4, p. 377, 1991) . 

[ooio] prHrP«:, mtemmttcwimftfr^OAA 
ml #. mm, sl nm&. n % # 

[0 0 1 1] PTHrPfl!)^«*Wl««<COt*r«, */d^ 
«Htt*6J»r>rC>4*^ FTH/PTHrR§gtt;tCD*S^^ 
It. Mm<Dt®m*>ft<ti^y?U> • *-V>?v<< 

5> 0 C<1*-C<DW!S^6. PTHrrti, PTHBffiffl, #PTH 
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[0012] cne>(D«. PTHrRDprHtiffiffl«:-5c»r 
5c^5fe«lig«PTHrR7>^tt < <t &1-34T * y 

t^rt*, PTHrPCl-34)iiPTH(l-34)<taH^fflirA0. $ 
fcPTHrP(l-34)cfc Ofit^fHr PTHrPCl-84). PT 

HrP(l-lOS), aO*PTHrP(l-141)ttd:) ifc^flir*S 
(3. Biol. Chem., Vol.264, p. 14806, 1989) 0 PTHrP 10 
CD1-34T a y»3B^CCfii v PTHC1-34) i 151 C < . PTH/FTH 

rPSSttCCfctT < 4 4> 2 o©a§ftt8^3Ma ( 1- 
SSW25-34T 5 ^KSttf» SET*. FTHrPtDFTHfilfP 

l/-hi/^7-^(AC) ^^X7t'j^-tfC (PL 

»r«, im^^amp (camp) ^';>ewe^ 

fiSKU *^i/-5A©IWRiR4(B«-rS (Crit. Rev. 6 
iochem. MoT. Biol., Vol. 26, No. 3-4, p. 377, 199 
l) o 20 
CO 0 1 3 ] -^7. i&flDJcSKPmrP**. #Oftflfs8 
B*C»<H^Lri*SjM»OC, PmrPiimWHilglfL 

a v * ^ > •> a fmitiRX i ©H«i4*7n*T 5 

ffi. JBOWIE^RVy^^^iPTHrPiOISOatttcoi* 

rtt. -»ccffiasnr^4. * (.«£■*) kmc 
a # ju v 0 a« jKR?n^>«*BC3W6flfr a c t ffia h tx 

ffi<t 5 ##«-C » £ 0 

[ 0 0 1 4 ] m (.«t£M» Kfl^iS*?;^^ Aiiim 30 

(maliqnancv-associated hypercarcemia (MAH)) GJ, 
BSK±L«0im6nSM««[ffffi(S» (paraneoplast 
ic syndrome) T$>*>. iC/7Jl/*>9 AjfiL&£#rSfe*B 
SOgt^U, J^t£»Wt^«|fe/tjiffi (primary hy 
perparathyroidism (HPO) 0 il'S&StSttCDlIja* 

fc^s. mahcdsku:, »TttT*Dmo«jrc 

*>D. Sji^rSj^M^^ocpL (quality of lif 

e) ©«»«:2»*ffrCft4. m^*. 'X<D2.«acc*3jns 
n. loot, JS«^6j^$n^«ttH^cD±#ttf^ffl 
CC<£ Otfc^3n*«14<7)«tt!B*iL^Ajfil3E (humo 40 
ral hypercarcemia of maligiancv (HHM)) ffi 

co i ®«cD#^<Dfliflfajffl «c«t o*« 

*aBftt#HW?tt**^^->Ajliffi (local osteolytic 
hypercarcemia (L0H)) *C&£. LOHte, jK<D£fitt# 

j£<Dfa9 0%i5<*cS#> (N. Enql. 3. Med., Vol.300, 

p. 1377, 1980) , *<o±*ttMH«mttiHi«^iis-rs 

PmrP©flFfflCC«t4C4*s?8€>3&J«:3ftOO*-B (An. 50 
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3. Clin. Pathol., Vol.105, p. 487, 1996) . 

<omm t PTurp<D^:Mm^f)m mc n 6 n *>ig * ^ 

»e>#a*. *fc, LOH"C4>flB83&s«*fe-rSPTHrP*iB3fO 

t J&M33.$> : t££ETz> (ton. 3. Clin. Pathol., Vol.105, 
p. 487, 1996) o PTMrf*£(C«*SHHM&*. *6«>€>.taWt 

(», 5*tt». sot. 31. SIS) . » 

8. JBUW*. acfisiATttiaaifil* (atd r 

(D$fi£#^t,> (N. Enql. J. Med., Vol.322, p. 1106, 1 
990 ; 3. Clin. Endocrinol. Metab., Vol. 73, 1309, 19 
91) 0 

[0016] LOHt*, «BB. SUB* U >^*«Ba6ti 

LOH^^JC^rfe, *<OJ5SH«cprHrPtDM^*s?8^«cStio 
O^)^. #«®tCOC^r«, TNF-fl. IL-l/SSc^IL-64 
PTHrPCDM4-fe7ni53nTfc0 (Am. 3. Hemato 
1., Vol.45, p. 88, 1994) , jKtJ)\si/*5 

(Ann. Intern. Med., Vol.111, p. 807, 1989, Budayr 
AA£) . a*r6*L«L«E«tt»(E»3WM%n. ^4 
0%(D.S#riS^7^'>^AjiLffi^C0, ?L«CD#I£^ 
8Br«PTHrro!*C»***5S6n4 (Cancer Res., Vol. 

51, p. 3059, 1991) o H ft. 4i)fi.«#<OJRAJR4*tK9 

3*irt>4Ci*7K*3tlTt*4 (3. Bone Miner. Re 
S., Vol. 7, p. 971, 1992) o ATLfta«C*SC»r». #J8 

»ectt«LrprHrTO*3»«iBfflcciio, B5^^^>^a 

ATLCD^SHCD 1 OCCP7HrfWai< M-^T 5 C 4 tfTftSS tl 
"Cl>5 (Leukemia, Vol.8, p. 1708, 1994) . 
[0017] L0HCD**a:/«Hr**3aiO»(E»iPrHrP 

^i»K»««:tewspmrPfl[>»ll*s. #«ctet>r» 
«CiB^C4*s«SSnr*J*) (3. Bone Miner. Res., v 
01.7, p. 971, 1992) , S6CC^- F7^^(Cfct^t 
FO?LSMJiao#»W14IE«^taf^rrta*Cc J: ij tOM 
^n^Ci^^SS^ri^ (3. Clin. Invest., Vol. 
98, p. 1544, 19%; Cancer Res., Vol.56, p. 4040, 199 
6; BB^I*tiiK^gSVC96/22790^^) . FmrPtfflB 
(Rheumatoid Arthritis (RA)) aVXJBttWI 
fipffi (Osteoarthritis (CA)) t<DKM^C^>X'^. R 
&MJ&&QtiRt£<Dl<>-?tl<Dffiiig. (Synovial fluids) t 1 
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JCfc. Mi&&<DFTKrP<D£imft&m£tlXl<>2> (J. Bone 
Miner. Res., Vol.12, p.347 t 1997) „ 

cools]— miuiiso ufamcfemtLXte. 

>wmm^ht\x Steffi. a*tt*aa*»tewwfs 

mz&tzt'zy * * h&it&fa *< 

0 S# iU 0 AiJlS i PTHrPi CDflfolttSr^rr »K* 
^«cb™rP<h0RgiittcDft3S€rSCC, PTHrPCtWT 4tn 

(ai^i^ttin£PIW096/2279O9&«) o 
[0019] 5 @ (SttBfi) AK* Jl^^jfii 

iSCC&oT, PTHrPrt*. ,*ffl»#JR (x> K h*->>) 
mWMK.£Z>lkto& (sepsis) ^£#fsyftffij£SFffi«# 

(Systemic Inflammatory Response Syndrome (SIRS)) 
^OiftSOfltHCCBB^-r-SiOttm^e.. PTHrP(C*f-r 

[oo2o] *fc, m\immtc£z>n*>\'is r yAiiiLm<D 

.ft* "C ji 6 tl 5 fi U >lfiUmt J, PTOrPCD W8tT*CD v >n 
»JR«Wf¥ffl/ r J >»ilOTfflfl!aifRW«:j:* 

BHW098/I33a»#'4i«) . 56«c, •H'iimSCC^;!/^^^ 

l8S*in>4 (JS&JIS, Vol.68, No. 6, p. 726, 1993; B 
#ft3H:&3£, Vol.14, NO. 2, p. 334, 1996; B»±£:ffl 
^3 OHStS, p.118, 1997) . 

[0 02 1] ±ifioJ:9tttS««cj:*A»©iftK«:*>t» 
;Ha(*ot»-Ci*» b hPTHrP^>/^*/c(*-e<OS55}"^ 
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r * y 9 a - ;L4af*9(D# t r *%«rfS*3fe<0^ y * 
a-^JUfit(*^Bttn6*irc*S (Clin. Chen., Vol.3 

7, No. 10, p. 1781, 1991; J. Immunol. Methods, Vol.1 
46, p. 33-42, 1992 ; Clin. Chem. t Vol. 37, No. 5, p. 67 

8, 1991; J. Immunol. Methods, Vol.127, p. 109, 199 
0; 3. Bone Min. Res., Vol.8, No. 7, p. 849, 1993; 

B#MF»s f 2i7,89&^« ; BR»fta«fiMvra7/043i 
io ttfc<Z>f|E«fcMSShrc»S < BI94#MPtfiniI&0BwQra/i 

338«&«) . L,3fcL&#6. b hPTHrrtC*t"r-5b h 

* a - ^ )i %m c » fc« * *s*©?&«m>k#k; > r 

[0 02 2] 

JMKtttt, b h*Stf«»L«i«J©jSl«l*4l»ttfflJ(||r© 
FTHrro»Ji<o -f > b h a rotfcfcb* 4 1 y ? p 
20 - ^ ^tS#<Djfe»r&«J»*<7)Wii8©/c zb<D& b h W?L*6 

t h ttgJbWffi&tD'e y * a - ^ il/lS*** . A# ( A 

4 <ft««tt*Wr.S) ^cift, A*<DS»il*OMa 

30 n Anti-Mouse/Mu ri ne Antibody Immune Response) 

[002 3 ] CCD^^rj:hiAM^Slc;S?r(£«$-i±4IS^ 
tun. ifi^, v^x^y ^n-^JHR(*3|eo*t hffi 

40 iicirOb h4<*CC*t-r4ifcftJI(ttt«KS*J:V4-r 

ti, v5x*y ^a-^-^!Sf*©jHoia«i!«03o<Dffl 
ffltti^SSilS (Canplementarity-determininq residu 
e;CDRl, CDR2, CDR3) < ±T(DE5»J£ t h ^ 
P^»J>a3R(0E?JrS^ft^fcb hSftCitt: (hunani 
zed anitbod/. CCR-q rafted antibody) *CA4„ 
C0 0243 L*0«c#6, C©J:5ttite*H**fii 
50 *tftott t *<D«jft«PCC^->X«©*fc hI«?Lift1^ 
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n AntiChimeric Antibody Irrniune Response) *£>HAHA& 
J£l£§r (Human Anti Humanized Antibody Immune Respon 
se) &'ptefr*brmi&Zt\Zo 8£«*r k tn#£EI£a a D <t 

[002 5] t hPTHrP5COti-C<>. BiroS*f$fcr»P 

THrP<7>g£cc&ar&jiyiicD^^ 10 
^Ii5«;^-7^ t SttttMBHStti:) .fit. SiSa'ft^ 

is) . £JH£fti£^fiEt*W (sirs) RCKffiy>jfolS& 

CO 02 6 ] 

(Nature, Vol.256, p. 495, 1975) £ffl(r>&C£CCJ: 

ASrtcAMP±^jqiSlJrSf4 t PTHrPflc^W%#^6<7>Caffitai 30 
ft-5t: rPFHrP&c2tT<5«*<Db r -/ ^ P-^;bCi 

*tff»r4cicctswcc^Drin»rj5rao^ bp 

[002 7] IP^. *«IB<DTta©i*5 0O*IB-C* 40 
( 1 ) b hBJ¥tt«*^ j er>l»jl5r>/<^«fctt*<D 
CD-SB. 

(2) ttfc h*-/*a-*;Utttt#, TiB(a)7!)M 

( c ) ©t>rti*6cieiw)is»*«r&c i *w»tr 

4BJE ( 1 ) ctEiS<Db Hr-/^a-^iHaf*ate«-t 

(a) Bn?tw^«>na^>^^m<c«9«^ . 

roc AMPojjfccitLTMiiSiJWccffifflrs : 50 
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(b ) Bjq?ttJB^wU*>Hil*>^^W«Ccf*^»*^ 

(c) BWtKM^JU^^Mil^V^^Sijaccf^^jfiliti^ 

(3) Kb h^^u-^PUttfltt*. TK (a) *fc 
(* (b) <Dc>-rft*><DT5 -/MEJiJ*W-T4t hBJfPtK 

Sr4Ci*«F»i"rSfilB ( 1 ) icldiSOb >7 

( a ) AVSEHQLLHCKCKSIQOLRRRFFLI-HLIAEIHTA ; * fct* 
( b ) AVSEhQLLHTXaCSIQPLRRRFFLHHLIAEIKTAEIRAT,, 

(4 ) Kb r^^n-^utrtftcrw a> ^a^'j > 
1 firG2r**c£*w»£T*«rE ( l > 

(5) iftk h*>>*a-*MS#**. b htaf*£S£ 

Id ( 1 ) < 4) ©C^rtl^CCifitt^b r^r^P- 

(6) tth7>Xi^*jiv^S^thi«*WIWS, f-7 

(5) &cEJSOb h^ey *n-^;i/jfif*Sfcw:*©— 

<7) gt h*y*a-*jMStt±fc FBCFttM*;!, 
*>M«i^'<*±Ott^irajett (ka)#, 1.0x1 
0 1 Ci/M. Sec)fit±®»fflr* 5Ci T 51*15 

( I ) nm (6 ) <Dc»"r*i^ccget8<ot h*s?a-r 

(8) fgb h^e^^a-^;Uta«:<i:b FBJ^ttK^^ 
j e>Ma^>>'<^<bCD««iSg^a (kd) 1.0x1 

0- j c vseottToRfir a sci *&• £ * * he 

( 1 ) T^M (6) <ZH>-r*u&>«cEtttOfc 

(9) Kb h^fc^^P-^;Utn:*<bb hBIVtRJB*^ 

>^^i<D»»S» (Kd) 1.0x10 
■'(M)«T<0ttflr*4ci*»»i-r*roSB ( 1 ) 7 1 ; ■ 
m (6) <Ot»m^CCBfitt©b H^y^n-^iUS** 

(10) ffcte^ilgSI* (ka) l.OXio' (l/M.S 
ec)«±oa«r*4Ctft1*«<!:r4inB (7) ccia 
IS<D b h y ^ a - ^;Uta(*3! /c«-E-cd™SS 0 

(II) K»5»iES^» (kd)^, l.oxior* (l/Se 
c)«T©»ttr**ci*4»«i-r&JlWB (8) ccldtt 
(Db r*-/^a-^;l/fS<*ifctt*©— » D 

(12) K«S!tS» (Kd)», I.oxio-'CWWTO 

»fflr**citw«4r4WE (9) tcietgcob h-t 

(13) m8im& (Kd) 1.0x10- 9 00WTO 

«nr**ci*»«tr*frE (12) ccta«gcob h 
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y i> a - ± ;H3t(** fcli-e©— SB. 

(14) m&&m& (Kd) a*, l.oxio- "(M)fcrF 
ottiir*4c4«r*f»4r*mia ( i 3) (cietsrot 

h * x i7 a - T £ fc ©— SB. 

(15) &b b^^fa—f-Jl'tni^tt. hffltptftBl* 
;U-t>MiI*>'N'i'<fc<D*S^a^S4 (ka)ii, 1.0 
x 10* OAl.Sec)tU:©Sffi-C* £<t#§4 £ f -Shu IE 

(2) (3) (cieiSOt h-tx ^a-^-JUtA 

f**fc«-e©— SB. 

(16) Kb h*s?a-i-)\,1nfctt h34<Ft£Ba* 

>'^<t©8S8ti£g;c& (kd)*s. l.o 
x 10" ' U/Sec)fc*T(D&fBr*£ C 4 £**8i<i:-r SiHfe 
(2 ) S/cCJfffe (3 ) Kfeig©b l-*./ ^a-^Ufi 
-e©-SB. 

(17) lit h^^n-^jMaftib H^ttSS* 
Jl*:>M&ir>><i>±<DMffiZ& (Kd) l.oxio 
'CM)WT<D«ia-C*4Ci«r^at<i:-r-5irrid (2)3! 

fctiBtrie (3) tciei£©t h*/^a-tJi/!ifl:$fc(j 

•€■©—». 

(18) I£*££t§SE@& ( k a ) **, l.oxio 4 (1/M.S 

ec)fcU:©Sffir**c££^±T£frt2 d5)c 

ielS©b b*si>a-i-)l,m&&tcaZ:<D— SB. (1 
9 ) KJBSBilKSfS! (kd) *«, l . ox ior 4 (l/Sec)J£l 

Tv&m-c&zctzimt-rzffitB. u 6) K§e*s© 

t h*x2n-*-;UtSf**fc{*-€-©— SB. (2 0) 

mmamsi (Kd) a*. i.oxio-» w&crnsmv&z 
ctzftrntTzms. (17) (cistsot h*v*o- 

(2 1) g^Ht^» (Kd) **. l.OXior*CM)WT© 

»fisr-*^ci*^a<i:-r*Birse <2 o) ccseis©t h 

t^i'n-t $ fcti-e©— SB. 

(22) (Kd)*l, l.oxior" (M)fcTF 
©&ffir**C t£#m<iT*iifr§e (2 1 ) «Cieig©b 
h •* x * □ - i- ;UfJtf*£ /ctt-e©— SB. 

(23) t Hl¥««*A*>BW*>^jr*fctt* 
©— SBCCSlcttfcWTSb 9 a -T Jl>Vi&&m£. 

(2 4) Kifflia^. t Ztl&JZGTZ 

t>Z>Ct*!ffiSltTZm$& (2 3) CCieJ8©iHBia. 
(2 5) WLhvsXi**-? Z#\iVm$L1tMi». h 

7>^> ; i- 7 ^v-^-ca-sctSris&i-r-sirie 
( 2 4 ) *cse4s©ifiia. 

(2 6) itifflia**. b hta<**«*fe-r5fi6^*W^-S 

h^^yx--; *#b n«?Lit)^«:63fc-r4B*«iai 

K-vr*£C££*$»£-r*>ii5ie (2 3) tC!2 

ts©*flia. 

(2 7) tth'9>*!;x^?»#b hffajMHtf. f- 
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(26) Jciatg©«Bsa. 

(2 8) smffl*. SfigfFf£#*fFERM BP-6390rS!»IJ 
StiS'W?''; K-7r*4C4 4»Iit4lWE (2 

7 ) !cieis©*ffljs. 

(29) smmv. b f-sj¥t*:^^>Riifif >'< 

**fc!i*©— SBJc£l£f4£WTrSb h-e^a-f-jU 
tnf*©BiA£ a - K T S D N A m L < «-€-©«ffl«r 3 - 
KT4DN A©lim*>— 5?©D NA. 3ttcitmi5<DD 
N A tfMISAtC 3 ft -5 C i <C <fc 0 JBMEft 3 ftfcffj 

io w*E^ffiia-c*-5c<i:4#jairss?fe (23) ccietg 
©fun. 

(3 0) b h 9J¥tKH* A'* >M«50;< 
©— SBKJSiEttSrirrSt *a~* .fcKfcSfctt 
•?•©— 3B"C*-5r. @PgfFit#^FERM BP-63SOrS3U3'J3 

ft^/W^y K--7*ieis±$n-5b h-ty^a-^ 

Jn<*£ b < iiSE b h * y * a - +■ JUtnt* <fc HSWtciSJ— 
©ttSSrWTSb i;n-^-;UCi(*. gE/cti-e©— 
SB. 

(3 1) b hSJ¥ttm*^*>ffl&50/>-*£/'c{3:'?- 
20 ©— SPJcJSf&ttiW-r'S^xi'O-f-^fcxftSfcti-e© 
-SBr *> r . t£*x?n-:f- ^^©girHT^iisa* 
Tie ( a ) a tut ( b ) ©(.>-rftjwcfa*s©y 5 ^Kie 

M: 

(a) ie?ij#^4 t se?>js#6. fieyij##8. lejijs^ 
1 0 . ie?ij»# 1 2 . ie?ij## 1 4 . E?us# 1 6 . e 

1 8 . S9>m^2 0 SO'i2?rJS#2 2^J>«e&0 

fp^mati^Ttiifi 1 -^©ie?ijs^«cseiS3n5r s 
^Kfie^J^©^ 5 ^KS-^2i^Mn9#a©r 5 yifi 
f'J; ttcit (b) E?iJ#^4. K^JS^6 V I29>J## 
30 8 . i&im^ 1 0 . E^'S-if 1 2 . §£&m^ 14. E?U 
#^16. iE5U#^ 1 8 . ffi5>J#^2 0&tfE?<J#^2 

2^6^c-5i?^e>a«n*c»rn^ 1 o©s5>j#^cie 

tSSn^T 5 ^SffiB^J^©T 5 xKS^21^Mll9#a 
©T 5 XKK7>JJC*S<,>-C. l^U<«*!i[<H©T5 

x^. atiisi, < ittwastitcT s >Ki35"j ; &s;t?T 

«J*fc«*©-SB. 

(3 2) b hSiJ¥^)W^^>iailf >-»<**fcl« 
©— SBicSfStt«r^-rS*x i' a-^;t-fix<**/c«*€-© 
40 -SB"C*or. a*>^a-±;UCii*©affl[Bi^JDi^ 

Tie ( a ) nm ( d ) ©(.^m*»(ciet8©T 5 yetie 

?'J: 

(a) Se?iJ#^24. ge^J#-^26. ffiyJS-^28. ffi 
51JS^ 3 0 . E5>JS# 3 2 . E5V#^ 3 4 . E?<J## 3 
6. IE?»J##3 8. SCJ«?lJ«^4 2*^!&4^e»il 

fiJ^©T 5 xK##207bMli7Sa©7 5 xHie?>J ; 
( b ) E?l]## 40KielS3tlSr5 s&g&W<DT % 
^KS-^207!>^ii5«S©r 5 ^KEJtJ : 
50 ( c ) E?iJ#^2 4 . K?»J#^2 6 . iE5«JS^2 8 . K 
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?'J#^ 3 0 . iH?J#^ 3 2 . fE?'J#*f 3 4 . B2?iJ## 3 
6. ieyj#^t3 8. &^JE£i]#^4 2 -SPA^iS 

i^n^u-rtx^ i -?<Dtid&mmci&&$ft.zT s ^®sa 

?W©7 5 ^®#-Sf 207^117#@©7 5 ^KS2?>JfCte 

( d ) ie?ijs-^4 o Kiaissnsr s -/&ib?ij<£©7- s 

r s ; £^if r § ^®SE?iJ£Wr S c £ £88* 10 

if y I a -j-H&tet tcit^rO— SB. 
(3 3) mt ta-i-)l>&it*<Dmft*:3- Kf 
SVSIta. DM^cSO'J^tScDDNA»5. S*V3-30. 

»oso'jH6<c*^rsc£?:#gsi£r^Btrie ( 1 ) 

bUI2 (2 2) <£H>m*Hc§e*&?>fc h*^^a-^-;l/tn 
<*£fc{i<£©-3IS. 

(34) Igt h*^i;a -:T;H*f*©Si9£ 3- h'f 
-SV^ig. DMH!tEiO'JM^CDDNA»i. &*VH4.16, 

cAisc>'jH6tc4*-rsc£*#ai£-r^H!rss ( 1 > 

Stfia (2 2) cOt,^^*HCia4£<75t h^e^^n-^-^et 20 
<*£/c(i*©— as. 

(3 5) I8t >ra-i-)lVi&(Dmi&Z^- W 
ZVimSLUl fifflDNAW. S^DRasKK/J/tSCC 
&*T5C -5 ii*3S ( 1 ) ftMffiTK (2 2) 

-SB. 

(3 6) SEt Hry^a-^-^tat^OSSIl^rj-F-r 
£VSgi3c. DH^R^'JSa^DNA/Si. £*V3-30. 

&iS£:a- K*£VSI1£S:C>'J^©DNA#. &*dp 30 

Ki5So'3*3tc^j|6-ric<i;«:i$s»<i:-r2.B>ria ( i ) n 

MBtrie (2 2) ©i,»-r*i*>cciai2©fc :*a-:^;^ 
£^fl^£fc^;t-e©— §B. 

(3 7) mt i> a— t-jVfctton&i =>-}-'■? 

*>V$m. D«iSSi>*J^<ODNA*i. g*VH4.16. 
mxRO'JH6«c^3fcU. floifct f-^^a--?- ;Uinffc© 
^ll(€:3- KT^VS^ROfJSSlSWDNATSS. S*DP 
Kl5SO : JA:3«:B&*-r5C£€«a<!:T'5Bfrga ( 1 ) 7 1 ) 
SfflB (2 2) <Dl,»-r*a*»«Cia4S<Db ^a-^-;l/ 

fixftsfcu-e-©— sr. 40 

(3 8) BiTfa ( 1 ) TbSflK (2 2) $/c«l>Tia (3 

o ) ftstirie (37) ©<,>r*i#>«:fe*s©fc i-*/?a 

ii& <k * ^ r & h rn.mm.fm . 
(39) Bdia ( 2 ) . a?ia ( 3 ) . fria ( i 5 ) Tbs 
fiia ( 2 2 ) t tcttmi oo) ftsmria ( 3 1 ) cot, > 
m*Hcieisot h^^n-^M/ttt^/ctt-e©— 

SB, RallS^tt«CifS3h5£fi{*££g^&£E3il 

mi®. 

(4 0) KESIifflfiS^. SJtPtfl»*JU*>Mii*> 50 
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©?£)g(cffli>£ft£c -rsiiria (39) <cia 

IK<DE3lltij«f!f. 

(4 1) SEEUfflfiX^. MtJibis? AlMSO^SCC 
ffl(,>6nSC££l$g*£T5#ria (39) K:iaig©g5& 

mm. 

(4 2) ItESIfflfiS^. #jg»<OWlW*fctt : 9H»{C 
ffll>6tt*C££1Tffi!£T 61513 (3 9) CCiaig©E£i 

(43) i^BUtt^^^ . MB •> -7 9 £ tdzmM 

9) icumvmmm. 

(4 4) t^SH«)5S^. #^©«S»©««W«/c» 

i^£<cffl<,»64a&c t&nmt r-sMte (39) (cgais 
(45) i*E2&n;5«*#. ^ffiatc^eE-r -ss*ffliao 

i«9B<Dffll*lJ $ fc f«H»«cffl I > 6 ti £ C £ * W&L t f h 15 

ie ( 3 9 ) ^im&mmmm. 

(4 6) KEUfflfiX^, ^^frciii¥i*JR^^> 
Blia £ > /< ^<D^{C|ga-r £ jg?B<D?^«cfflt » 6tx s 
C ££!£}»£ T&mia (3 9) {CiatSWEUffl^c^J. 

(47) Ks^ifflfis^. iwMti(Dm&i mcmmr z 
mwDfemicm^tztizc £%«Fas£T6miie (39) 

(4 8) ssw, ttMsm 

CtZW&tTZmiZ (4 7) «Cf£tS©S*ffiB2^. 

(49) UE^«jiSiaAi . iwMtbomm micmm u r 
9) {ctais©E3iiiaia«». 

<5 0) smrn&imfiK m. mmttcitmrnK.^ 
9 ) iazK(ommi&is,vi. 

(51) UtjfiUS (sepsis) 

#ttj«aSloSS<SSf (SIRS) ©?&jR{Cffl^6tl4C£«r 

^ai-r-SBtria (3 8) cctais©^^^. 

n5>C£*#»<i:f €.H?ie (3 9) {CSetSWE^fflfiS 
CO 02 8 ] 

*SWc*jc-f^ rm$LWMi tit. th, ^i^, +>=p. 

AAXJ- h 

rr^^fttrs. (civ/o ^'j->>. (Aia/ 
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A) T^~>. (Val/V) (LeuXL) a ^ 

>. (Ile/I) ^Va^y>, (Ser/S) -tr 'J >. (Th 
r/T) XU*->, (Asp/D) 7^7^B. (Clu 
/E) (Asn/N) T*/^^>, (clu/ 

Q) 40U*5>, (Lvs/K) V^>, (Arq/R) 

(Cvs/C) ^Xt^X (Met/M) ^^^->, 

(Phe/F) (Tyr/Y) f as/>, 

(Trp/W) MJ7>7 7 >. (His/H) t.X^>. 
(Pro/P) 7'P »; > 0 

[002 9] *«9!'C(r» J 5 rt rffl¥flW*A,*>R|ii 10 
(Parathyroid hormone- related protein (PTH 
-related protein, PTHrP) ; Parathyroid hormone-like 
protein (PTH-like protein, FTHLP) J <hG£, BTiSUfc 

(PTHrP) t hPTHrPCCte, 3 JlJIOr 

r *^KEW*wT4PTHrP(i-i39) , refuse 10 

T X 1 7^14lOT $ >KE?'JOl41#SOr ^ 20 

-> (Ala) ^t'7^i?> (ttis) CCB*Sfc-^fcT5 ^ 
ME^J* W^S PmrP(i-i4iX RtfRIEW*-^ 1 <DT S 
sm&n 1 7!>Ml730T 5 ^&E?J*WTSPTHrPCl-17 

3)r*s 0 cft^rftor-r y7t-AW^rt 

hBJ¥t*J>*JU*>Ha^>'-'^^ecad3*li (Cr 
itical Reviews in Biochemistry and Molecular Biolo 
qy, Vol.26 ( p. 377-395, 1991; Bone Science, rfWf£ 

atiWiiRaof-e-hecpnaH^ <fS2*) j , p.322, 

^11. 34, 1995, ftjl|«lS <#Mf) ) . 

C 0 0 3 0 ] */c. ^WH-CSS r t rW*P*&K*;U* 30 
>fffla£>>^0— Sfij <b«. WiaiOQSSftS rth 

OffltfJEflJ^XWcL/. =Rf*W«Cfi5 75Sl 0 OfflOr 5 

«5 71S5 0«©r5>>lB»*«T4b rPTHrPOSB 
#ER 3 6«CA*WCC«5 7!rS4 0flia)r 
*WTSfc rPmrttD^EWtfSSSftS. WSK 

Bfctttt <«AtfPTH||M¥«*»irr*PmrPa-34)** 

tfffitm £ Om * OffittSMS) J fc« t h PTHrP**® 40 
^t*4te^lX«tBEftfflT£«H& (PTHrPCl-6)*> 
PTHrP(2 5-34) t (, te*8«S^8Bffltt 4" ) t 

hPTHrTOgP^Se?iJ-C^^ 0 

C 0 0 3 1 ] *fl«j{c5i«il«, PmtSmB 
«*±#*6ft4PTHrPCl-34D <E9J«4 1 CCfittSft 
&r 5 ^MEMOr 5 1 7^3 4 ) *^tt< i 

OiS#M/ A ilu£A*Oilii»*rftttJ 3 ft -5 J: 9 Sen" 
HrP(l-74) <EM## 1 OT 5 1 7bm7 4 ) «>P 

7ttrP(109-138) (E?IJ#-^ 1 07 S VgS^ 1 7}Sl38) 50 
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&$2^£ft£ (N. Enql.J. Med. , Vol.322, p. 1106, 19* 
89) 0 S^C. PTUrPfct. Arq3rCSIRf;g*li$£§tt. Al 
aasVfethfmtrPbm&StlZCtfttQbtlXtS*) (J. 
Biol. Chen. ,Vol. 267, p. 18236. 1992) , *»WCC*s 

ft£, Sfc, PTHrPO*PTHtJMlFffl*ffl9«^©«ilSfe^ 

IS r — asj ccaasft* S&S^JUi/^A^iiifs 

ilfP ffllC * «« i * A 5 ft 5 PTHrP(75-S5) ( Exp . 

Physiol., Vol.75, p. 605, 1990) . TGF|3 SHtffl** 
T£4>0<!::#x£>ft5PTHrP(l-36) ( 3. Clin. Invest., 

Vol.83, p. 1057, 1989) . &mCFTHrP<DO)SKtE&lV 
*0K#lBffl«llWffffl«Wr**x^*^4f^> (oste 
ostatin) i»9«ft*PmrP(ij07-lll) &&%&W&i:& 
*HI««:«#*BJmiMff ffl * * £ #* 6 ft S WrtPT 
HrP(107-139) ( Endoc ri nol oqy , Vol.129, p. 3424, 199 
1) tt<£#*tf&ft4. 

[0033] cct rn»»(cBi— or ^ ^^ia?»J^w 

■T^b hPTHrP^«<*J tt*fflH«, £«i0b h PTHrP 

i*«wecia«o*»www*wr *bo . mr z s 
BBB^woatfflor 5 » * l< « i i ofso 

^afeay/*fcsi«»3ftrc»4r ^se^*s 

-rS^>^*^. 3Ec>'CCS[r S ^KiB?»J5C. mot ^ ^ 
& »*0<«175M1 0»7 ^fCifiU< 
til TbMSfBOT ^ /S^fflH?n/c7 5 ^KSJiJ*!- 

3fc, tt«ia^flnoa«[Ott*^te-tt oisi-^r-* ^ r & 

[0 034] *«I8CC*5W 5th PTHrP(i, 

^ttt^W*Bfk:tec»rto6ft44yEoo*ffi*4c^«* 
o<SKS7?ffi^as«c i 5 C 4 «: <J: 0 iJiS^ 4 C 4 3*$r * 
4. Iffcfc rPmrPO»»EW«, «i£T*Stt«aWJ 
»B«C*$l*-ca6ft4fi»l(D^ffi*5(,>J«0«8S*ffi 

[0 03 5] **W«C*sW4 rt h^y^P-^;UiS 
#j «WB{C««LA:J:9tt rt hg(J^^iS^;U^ 
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(i) nm (22) t feti ( 3 o > < 3 7 > <?x>-r 

L< til 7iS5fl(DT 5 smXfoh* *#6IH©PTHrPa 

5tcr s^aoaKwraae #a, ftito) 

S C 4 <c J: 0 lAf 4 C i *«r * 4. COttSETQ 
©SKMKfcgEtt. «Jfl^ffi!»»fl«»»Att (Site s 
pecific mutagenesis) &JSl>r#ffi«C J: D»AT*C 
t^"C*4 (Proc. Natl. Acsd. Sci . USA, Vol. 81, p. 
5662-5666, 1984) 0 20 

[0036] ccr, Tb h*y*n-*;MK#j <h 
tt, YAy yp-7-»;>^«l®T^aif( (HSfl) <7>pJ^!«B 
4lt (Variable reqion) RC^HMOSflrwa (Constant 
Reqion) ttCftcgM < L»> O^WWWKCfLI*©** 

MtLttt, t h KriftSActtt r AHWCf 6*1*. * 
*»<Dfc h^^O-^/UtaftfCtt, I gG (iqGl, Iq 
G2, lqC3, IqC4) . I gM % I gA (iqM, IqA2), I 

IqG4-C^>* 0 

[003 7] *^(93<Dt h^y^a-fjHa«:li k 

*;Mr>KI&*>^ (5***f*. £jgK». fflJffi 

tt*»a6*fc»<Wiatt«rtl KLH(kevhole 40 

limpet henocvanin)tti') £<Dt£&1fo&. i&fKCECi; 
t7P^>F7^a^>F (Freund's Adiuvant) £<!: 

(axn-vfflia) W/\-f7'J K-vftH«L. »^ 50 
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^ a - >£isjkt& c t cc <fc o r tiz>. 

[0 0 3 8] 3 6Ccm(*MCC«TEOi9CCL"CHiS"r 
«B*jU*>BBJgjr>/^ <*«8ffc Otttt. 

!SJatt*i«a&S^(Ojaaft1»H KLHCkev 
hole limpet hemocvanin)& <t") £<£>i!&cj#5 (3>^jl 
y-r) 4. &mtcfcC>xyn'{>hTt>*;<>b <Fr 
eund's Adjuvant) <t£4>&C 5 ftfc htaf* 

£S£-T S J: ^ ec«£*I¥Wlcf|;tlJ SWch7>x-; 

(DftTrt. BSrtrt* #MF*9, 7 
1 4 BSCt 1 TbSl O0&&?:?t^> 

r, «»jtffii«3»i7iS5H»«:jtfflBff3nfctttt 

[0039] ^r^^D-^J^5^^**^l^•r*^^Y^»; k 

(Nature, Vol.256, p. 495-497, 1975) KO^ftCtigC 
-5*4f*fcttt hWOflMUMH. JrOffSKttT 

[0040] *a*aia^ccfflt>6n*a *v-~?mm£L 

W^v)Xfi*Un- -^ffltaP3 A63-AC8 .653 
(ATCC No. : CRL 1580) , P3/NS1A-Ap4-1 ( N S - 
1 ) , P3A63-Aq8.Ul.(P3Ul) . SP2/0-Aql4 (Sp2/ 
O, Sp2) , NS0, PAI, F0£>&l>tJBW5147, 
*^iO-V2 10RCY3-Aq .2.3.. t hS/fe^ XO — "^U-2 
66AR1. aa500-6TC-Al-2, UC729-6, CEW-ACR, DlRll^) 

W*tfv-f ^a*^^ 

[0 0 4 1 ] K-^^^^^o-^^fixf* 
OSSiSB, K-vt-f >t^f u-c^Sbrtg^ 
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[0 04 2] Sfc, SS'WT''; K-7*6t 
ffi&lfi-FCCiia^i&iftfc h ^ > X v x „ zttVis. 

afct^X>X, 1997^4^^. *7 8I«58 4I) . 

*igttto> 6 l^aiiHSa 3 ft 5 A 6 «9> 6^«*Stt& (,> r % 
JST*C£#"5JUBrA4. 

[0 04 3]S^{jSilt(t Han'fgib» MC 20 

^^A±gtaSO'MaXL04^ifi, M E MiStfl D-KEM*gtfi, R 

SF104i£t& (flftR) , EX-CELL620tg«& (fC«) **C»«H 
YBRIDCm-SFM^ta (jg«) *6**tf 6ft % SS*^tfi 

ct&vzz. *s?v-j'j\,vi&<Dmm. una. ± 

^>3m^7h^7 -r - (DEAEI/diD 

-ccm-r 4 c £ iwcj: 0 tf ^ c <t £0 

CO 04 4 ] **911C*$W4 r^y^a-^;U{ai*CD- 

8B5»**«U ftfcttOCMtFCab'), , Fab\ Fab . F v 
(variable fragment of antibody) , sFv, d s F 
v (disulphide stabilisedFv) #>£m£dAb (sinql 
e domain antibody) tfi&trf 6ft£ (i=**-rS — r * 40 
t # — * • b'j.— 4 v 9 * ^y-yy (Exp. 
Opin. Ther. Patents). ^6^. ^5^. f&44l^456 
H. 1996^) 0 

CO 04 5 ] CC"C\ TF(ab') 2 j SO* rpab'j itt. 

^Cctosiitsft, t>y«w©2*©H«n«:iaEr 

77^>F*.«iHctS, 1 ffG*^v<Y>r 
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«) £C L (LMS«8W) ^6tt*L«, Ryv H <H 

fi-f *C<fc#T?*£. Cft£2o<Dffl|5j&tfi#:7 7^ 
4 KJS^cOTflSrWIWSftrfrKZo^Fab'^t >^pI 

[0046 ] *«W«:*JW4 r|g£flHS£» ( k a ) j 

«*«tt-r*. rKMagBSK (kd) j itt, taHlCi 
*5lSflUS»tt: S^mHSft&IS^^a-T" 

©«ag!siHj&J6©»(ii©ar3 (us) siR-rffltSMcr 
5 0 r&?8!5Egt (Kd) j IS r^jniijg^^ < k 

d) j iB*fe r^iigf^^r ( ka) j ffl-CBfc^Ofttf) 
eft4ffirA4„ cft6©3t«tt, ^n-7";U5\ 

<burfflii6ft4 s «^©»fficcaeor« 

*f"r*C<t^"C#S^. rIfJIROaPJS* h"C**Biacor 

h&m^m&>?>tiZk8im. k dffllSO'K dOtiS 
VM.Sec, 1/SecRO'M <^;U) ttS»ffi*Ja-C«S 
ft4 a KHSftfc^y^n-^jUCttttt, kaPW 
c^aim^JSOSdSttifll/rc^Ci^Tnl/. Kd 

[0 04 7] *^<Dt h^e/ ^n-^;HR«c«:tt, T 
12 < 1 ) nm ( 3) CCiS3ftSJ:^<ckaa, kdfii$ 
fc»Kd«tff5t h*-/^n-^JUtn*^*ft 
4„ 

^S5t (ka) t^, l.oxio 1 (VM.Sec)«±Ottffl. »* 
L<ttl.OXio 4 (VM.Sec)Jfcl±©»tf-C*4t 

(2) t HBJ¥«IH*;l/*>BBil^>^^i<7>)BIBiSK 
S» (kd) l.Oxio" J (i/Sec)fc(T, W$L<«1. 
0Xio- 4 (i/Sec>WT(DS[far^)St hW¥tt«*il/*> 
Ha^>^^*tett*<0— »CCJEj£f4*W-r4t h^&y 

(3) t hBJ¥«W^^*>B8jl*>/^i<OI»»E» 
(Kd) *V 1.0Xior'(M)ttT, »*U<«l.OXio 

-'(M)«T t *0»*L<«i.oxi<r , CM)WT. ^6(c 
» $ b < «i. ox lo- 1 0 (M)UT©»fflr *i t h bwi* 
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[0048] <fc 0 mtttttCtt. 0>R«. k a filClAl.Se 
Oico^rw. ^i.9Xio't(±©t i>a-i-)\,tii 
fclfimi ft>ti. 3 tc Hf*ifl«c titoi . 9X io' 7!>2*-)i . 5 
xiO'Ot i;v-i-)\,m*ftmi hti*>. kdfii 

(l/Sec)fCO(,>r!i. !*J9.5Xio-'krFCDt Y*s?n- 

Kdfil(M)(co( ( »r(* 1 ^8.4Xio-*'WT<Dt io 
lXl(T l ' , 7 , jS8.4XiO- , '(Ofc fa-j'Jl'tAtt&m 

Lxmco'mzct&T-Mztizfr, m&ic-o^xmz 

BHcDth^yi7n-^-;HK»* aflfer *<f SOton«:S 

tts. Aflmtctt. tie < i ) ( 3 ) <d 

( 1 ) t hPTHrP, %<D—2Hitotmrm\tvZfti&irz>M 
»**t h W?lt^*&&*.5 C £ic J: 9 #<bn. St 
-^^tnf**a^-TS^t YW%£M&$i<r>*:S>?V 
(2) -ec0J:-5(CLr?^6tx/clrt»^B,fflia*i«?Li() 

s xa —7mmtmmmi^bxnfbtiimm<D 

a— *-j|/ta<»%3- K^Silfc* (MttSrn- KfSa 

e^eo < 3- k 4 >r*i*»—#. 
■?ww©«mb* ^msflt ix r » & * * -/ * n — ^ juts 

ccr. fjge (3) «cgaa©^y5'a-^;Hafl:^ff5 

MiEftiiBa (jterffi»^«Bja) t*. ip*3. frsa ( 1 ) 
(osmmttcit (2) <D"-t7>) F-^*i**k-rs*^ 

[0 04 9 ] $MiCDt Va-i-jUKftOlimK. 

£A*f£S (Nature Genetics, Vol.7, p. 13-21, 199 
4; Nature Genetics, Vol'. 15, p. 146-156, 1997; 
4-504365-ff£$R ; #*l¥7-5<»137^&« : Big"* YX> 
X. 6flf, 1 9 95*f ; BBRtfiSH 

&HJWO 94/25585 ^£18 : Nature, vol . 368, 
p. 856-859, 1994 : %.&&&¥-6 - 5 0 0 2 3 3 ^'£M 50 
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t£t) . Mtotmat, «*{rFia©x*ia»€.&*3M£* 

St » * C £ 5C J: 0 nsH Djgg-c* & . 
C0 050] ( 1 ) 7-5^p«gSEt4^A>ya7'')>Sia 
«£*-ffi©*J>tt < £ fc— »*ffll5llflft*.K: J: 0 Sfflltttt 

-r S c £ tc ck 0 m ■? ^ xft&tt 4 a y ya y >; 
SSTSIflo 

(2) vj^rtfitt-fA/ yo7--;>SiKji<E+-)^ro^ 
fc< i<>-»*«iaiii»*ccj:*)jlKi|Btt^— 

■f- (**-7-f:> >#f ttilG-? ft £ ) tg»f £ C £ CC «fc 

(3) &fi*AXgl£f* (Yeast artificial chromosome, 
yac) ^**-*eef^3ftS,fc5fcE*«e?-*iI» 

<5) HUffi ( 1 ) 7iM (4) ©/-y?? 1 ? l-T^Sa 

m<Dmm<z>mi%R.t. bft&tfu? vismmtt-mom 

co 0 5 n frie^ ^ ^r^ h v^^a, -7^x^14 
-iter (**^y^>wi4«{^rc£-> x-tm&mx. 

{*, Xis?* ■? ■ f ■ -feUi?->3> (Positive 

Negative Selection; PNS) £ ^S^rS*Sl 1 £ 
££#■?££ (BiS^-/X>X, 5^^, p. 52-62. 199 

4) . a/wj >stt*e?a®aiM9ft£i£{b 

O-»tc|»St*Ar*C4«:j:0itRrce5. S^c^ 
(i. JMtt5t,<t*C1IM0-B. StetJJSH 

S C £ fC J: 0 iifiK"5Ififir* -5. 

[0052] h7>^^*-?i'V'?^J 1 h7>Xi> 
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>-^tf. »7«, 3*3 6 1 0 81. 1 9 9 0^ 

ii. Wttf, iES^^EffllB (blastcvst) 

(embryonic stem cell) ^[t h -< A ^ Pazft) > 

* fei«<D— SB ffivecHPRrae^-*H»A3 ti fc vac* * 

& 0 t^f ^-tta^F^ tEttae^± cc y > r- ^ io 

6&?#L?c5ffi3P (RUB) <c-7-f *n-f>S/**£/ 3 
>T£ (Proc. Natl. Acad. Sci . USA, Vol.77, No. 12, 
pp. 7380-7384, 1980 I *B#f ¥#4,873, 191^&«> . 
3*flE«ia*<R«4 Lr^)55f]<Z)iES:-7^^<7) J FS{C^li'r 

^^iiES^^^i^ffiS-t^^CiiCjcO-^rP h7> 
Xi?*— ? £ vJ*S:f#5 0 l^^f-a (heteroqeneic) 20 

yv^KD^IijCCffle-or. (homogeneic) h^>* 

[0 05 3] *«8ec*JW4 rsiKffiUftft j tt. *»5!- 

«. mono, s&m. mm, mm. #wt 
m. *e«i. tra»L Minn, w**i mmm 

asftii, ma. wh. nun. sfigRj. a*f§»j, m 30 
an mc&^r * c 4 * * . 

i^3ft»4ffl**«:o.iu<tf{^ 

S(*co?Sffi 4 a & j: ^ GC&fS* /tttKW?** c <h cc J: 0 

SsJi§T<5c4#r3'£ <> c©j:9ccor«ifisnfci£St 

fcl>r 1 kqftS&fcO, 1 M(T-100mqCOS|-&'C, » * L 40 
< tJ50ycr'50maCDi(^-C l 1 B&fc 0 1 @M&H&^ 

ftSSPGL #B?»gi5{4. «f§Mfc*£) *fc«Ptt (ft 
[005 5] ^ ^ n - fcSXBJitlft 50 
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««J«. PTHrP(C*8H-r*^I«tt*=ff'r*«^<^g5.ft* 

$ ttffltR tirii gw tKJ® * > nil * > > < 

«ttu>^jii. Bt*?s 4 ¥t*a«, mma, was. n 
Sfflts, «R«*fflj!a. kamiiR. -pwawjia, w&#m 

(sepsis) . ±#tt<ftffilSSEE(SP (SIRS) % Rtffi'J 
[005 6] *^9!©t h PTHrPCCSJStt*WT 

Bltt. ^^KO>»tt, 7 1/>KP>BS, BM21.095 
5 V YM-175, CGP42446&4 ) ttctt^OT&mfyltffim L 

x^ + ^^^vWfijRft^ftoa-^ci, *S70 

[00 5 7] £fc, ^WO-t^^n-^-Jl/StWS/cJi 
^ffl^»o^j»S!teB^B^*{co(r»r«. Office fit 

^5^atl/c*r^ffOBUI#*, PTHrPiJnPTHrFey ^ 

c 4 cc j: 9 «»tr & c 4 #r * s. 

[0058 ] SttM*tCcfc 0*/7^i/«5 Ajfliffi;c»-r 5 
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&C£CCcfc 9*&St*C#4 (J. Bone and Win. Res., Vo 
1.3. P.S49-S60. 1993) . ffitt«*CCf*3 #SKK*t-r 

z&mhmt. mz-'a. xx hny>^ttt h^us 

tffllffiKlD^^1^231*/c5i|iaBl|ffllHA375*'C*aO£*C»S{C 

&4 <*fc«#ffl) K-7^^5C!SprHr«y 

ta^sec j: -7 r ta&r 4 c i «c <£ o «H*r ici^rs 

4(3. Clin. Invest., Vol.98, p. 1544-1549, 1996: C 
ancer Res., Vol.52, p. 5395-5399,1992 ; J. Bone Min. 
Res., Vol .8, Suppl.l, No. 92, 1993) . 10 

[ o o 5 9 ] *©»JE#cc#"r s&sa»*w: . ftrteet^ 

#4 (j. Clin. Invest., Vol.98, p. 1544-1549. 199 
6) o (Rheumatoid Arthritis) SC^SiTf? 

ttMBffi (Osteoarthritis) *C#^£J&flW»*«, 

#r*4 <£»«**XM3BE, ri2 *fflir u;i/=F * 

-J , 1-2, p. 153-193. 1993. JKJUSJg) . 
[0060] JfcjfilJfc (sepsis) *fc«**ttJlliffiK?Sffi 
•«B (sirs) {c*t-rSte*3»*M:, InPTHrPt^a- 20 

or*03Mm©«WEflE»r*4LPs ( 

DIM** SCi^r** (HBS**lFttiBl4ilHW96/391S4 

^6n4(S';>iftL^cc*f-r4^ss)!i*(i. PTHrp&£b 

hMS*fflJ!a*#tIT4 C <h CC J; 0 K/7JUi^ AjHffi*iBlfl 

fi^iiu«<DJBL &C>'^ift«#K^£n4U>?£&£$J;£ 30 
■TSC4CCJ:«3«tttr4C4A«-e** (BRH(flFtUIII& 
PaW098/13388^i^g) . 
[00 61] 

wrs#> *^^i«iSfeWccfai82i74««cD^ccPB 

[0 06 2] USSflll fc Hafc*£l-^>X^*.=.* 

G2/«;r*4t hfta^P^'J>?:l^^t htt{*j3i 
4l-7>Xi/i^7 ^v'jx^rRJSOAc (Nature Genet 
ics, Vol. 7, p. 13-21, 1994; Nature Genetics, Vol.1 
5, p. 146-156, 1997: »*¥4-504365^fi*l : #*¥7- 
50913 7-^£$g ; B^^x>^, S&40MH5 
OB. 1 9 9 5*P; Sl^cHSI^BlWO 9 4/2 5 5 8 5 
Nature, Vol.368, p. 856-859, 1994; ftO'^* 
?6-5 0 02 3 3^S«/cCi-) . COb rtS#jg£ r 
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[006 3] Hifi«2 b h PTHrPW^^y^ 
<2-l> t h PTHrPCl-34)-KLHCOlfi9S? 
t hP r THrTON^l-34CDge?tJ < PTHrP(l-34), gg^J#-^ 

1CDT5 ySS^17!?S3 4. KW5W? (H) ) 

^>^^y-'>3>Mf»?S (5ml (0.1MONES, 0.9M 
ONaCl, pH4.7) 4>5C3.2m9±«cS<fc9$C»«l) <b K L H 
(keyhole limpet hemocyanin, 20mq/2ml Hi 0, fc*T — X 
(PIERCE)ttS3) EDC (l-Ethyl-3-(3-dimet 

hylaminopropvl)carbodiimide, 35mq) ^/JDx.. HiS~C 

»«-C3 0a#r (300ml"e3WMB. 600ml -Cl58#HL 50On 

i?2b»rj> u y>WBW«rift»L, prurP(i-34)-K 

LrCJ^i^y- b (2.7mo/ml) *MMl,fc. »6*ifcP 
THrP(i-34)-KLH«:aiE<03IJ»««caE^4fc Haft«^v 

[0064] <2-2> b hPTHrPCl-39)-Cys-KLH©aiJ 
b h P r T»rPCDl-39COgg^J ( PTHrP(l-39), E9U## 1 <DT 
I sM&n 1 ftS3 9 ) <DC3fc^$t^X7^ >£ttflD<* 
^cie?IJPTHrPCl-39)-Cys (5mq ( ^V'^ K0f3S?r 
<») ) *. (nm) ic»*»u 3 

FftttftKLH (lOmq/ml. PIERCEttH) ^S"C3. 

THrP(l-39)-Cvs-KLH^>i/jiy- h (l.65mq/ml) £US 
KU/Co f#6nfcFT^rP(l-39)-Cv5-KLKFS:aiaSflC)||]S6W 

[006 5 ] H]5g^3 fc hPrHrPCC*J"T4b h^:-/^ 

<)»»> «eiax*^> ^ (jiMcse^^tnu. 
ff. 1991*) u«cseti3ft**5tt-«BWrffi«ca 

ori^tJO/c. JfejR«4 0r<Dt hFTHrPti, H5S0<2 
"CPIK L PTHrP(l-34)-KLH$ /c(*PTHrP(l-39)-Cvs-KLH 

IqG2//cb rftS^a^U >*jg^T4b htaftffi^h 

[0066] tHi*lSh7>^*i?^7« 
(3 OE) CDS^CC, PT>HrP(l-34)-KLH (SOU 8T/BE) 

^i7a>f>K7> ? a/Oh (Complete Freund's 
Adiuvant) iifc«C7-y ¥'*y KrtaWT4 C t «CJ: 0 

toe (ob) ftf&Ltc maftA^^ larastciH]^ 

K»* ^ FrtffiWeciO 4@feLbiiS0*SL. 3 6*C«T 
CC3i-;4JBSWfflliaSO''; >^3WBO«»C!>4 
SH5CCPTHrP(l-34) ( 50aff/EE) *PI«CC UTftSL/ 
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^"T'^X 5 XP--7P3/X63-AG8.653 <ATCC No.: CRL15S 

o) <t 5 : lrig^i. ffl£#i±LT*';x*u>^'j 

n - Jl/40005 WJif 1/>^'J3- ;H500 ( Boeh ri 
noer NbnnheimttK) *JSC»T*M8Bfr&3l*SC £CC<fc 

lOMD-J^B&jajlliW (Fetal Calf Serum, F 
CS) £7 5 ^7>y >£^WT£HATSWEX-CELL6 
20-HSFiStfi (JRH BiosciencettK) ^r^STS C t CC 
JrO'frofc. tab hPTHrPt h-t^^D-t;HS»*S 

[0 06 7 ] HJS#14 t h^y^n-^UfiitftS^ 

>aia (M*) Mt h$Msyo:ry u 

1RCX«2) . «r*» % 4**«*d»«TOl>rti<0* 20 

iWP^/:?P-;r;l/ta{*£j^T£;W:/'; K-v^ 
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5> a ->£3Wrr : 1A12. 12A7. 1B3, IB 

4, 4B4, 5B12. 1CL 1C11, 5C5, 1D2, 2010, 15D9, 5E 
6. 16E12. 2F8, 11F1X 13F7. 1G7, 2G4, 3C4. 4C< 16 
G5, SO'15H7 0 CCr, ^a->i6G5t*, «HEjMl5W«C 
feC * r PTHrP(l-39)-Cvs-KLH^:ftS-r 5 C £ it 53 ff 6 

r»rft«ifc. s/c. lDsScKimiti, ^oelisacc 
4jt»r*fHB£ Lrfflc»tev^^fitb h PTHrP* > £ a - 
^t/St#-C*4. ID5«t hPTHrP(l-34) (C^SM^v 

^a-^JHS(*-C*0, iDlltet: hPTHrP(37-6 
7) CC^gW^cv^x^/^p-^ jHR«e-C*4 (Cli 
n. Chen., Vol.37, No. 10, p. 1781, 1991; J. Immunol. 
Methods, Vol.146, p. 33-42, 1992; Clin. Chem. , Vo 
1.37, No. 5, p. 678, 1991; J. Immunol. Methods, Vol. 
127, p. 109, 1990) . ID5RO'lDll<t*>CC f&3i<DELISA 
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tt^EUSAK X ^atefe* 




(«*K> 






IDS (lOOng/ml) 


448-2371 


0.04-0.05 


389-1730 


700-1640 


1B3 


1508 


4.00 


1707 


1712 


12A7-1 


1638 


3.68 


1485 


1870 


12A7-8 


1253 


3.89 


1002 


1391 


12A7-9 


1360 


3.83 


1133 


1423 


IB3-1 


1218 


3.71 


1133 


1483 


1B3-6 


1176 


3.96 


1186 


141 1 


IB3-9 


1223 


3.68 


1135 


1385 


1B4-7 


1189 


3.86 


1147 


1546 


IB4-10 


1155 


3.81 


1155 


3462 


1 lr 1 1 


1078 


3.14 


685 


1252 


1C1 


1162 


3.62 


1267 


1340 


2D10 


1192 


3.94 


1271 


1331 


15D9 


1124 


3.46 


1184 


1353 


3G4 


1122 


4.11 


1279 


1357 


2F8 


1162, 1135 


3.81. 3.91 


1282, 1316 


1371. 1457 


4B4 


1133 


4.09 


1256 


1438 


15H7 


1133 


4.00 


1375 


1450 


1D2 


1138 


3.87 


1366 


1480 


ICI1-6 


1081 


3.20 


1286 


1452 
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«-* BUS A (c j: * aHj&ftflfc 


hIgH(Fc)<D4£fcb 


MgL( k 
(«3tK) 


N-Bio-PTHrP(U34) 


C-Bio-PTHrP(l -39>Cys 


IDS (tOOng^l) 


441J— ^,5/1 


U.l>4 — 0.05 


IDA i T> A 

389—1730 


700—1640 


Id 1- J L 


1118 


3.38 


1275 


1461 


1C1-3 


1391 


3.75 


1761 


1750 


1C1-13 


2348 


3.14 


1996 


2135 




1640 


3.83 


1640 


1704 




1454 


3.81 


1518 


1644 




1634 


3.48 


1521 


1633 




1760 


3.89 


1550 


1629 




1748 


3.92 


1576 


1689 


16E12 


1783 


3.94 


1637 


1645 


4G4-14 


1667 


4.00 


1630 


1734 


1A12 


1405 


4.00 


1559 


1688 


1G7 


1394 


4.00 


1355 


1595 


16E12-5 


1424 


4.00 


1515 


1604 


3G4-9 


1472 


4.00 


1585 


1342 


16E12-11 


1478 


4.00 


1619 


1712 


3G4-3 


1427 


4.00 


1554 


1666 


3G4-7 


1501 


4.00 


1738 


1795 


1G7-1 


1231 


4.20 


1298 


1498 


16EI2-6 


971 


4.00 


1252 


1340 


IG7-16 


960 


4.00 


1139 


1314 



[0 07 0] -ene»CDF*?<D loCD^-T^U K-v£>a- 
>lB3-9-16*. ¥JS10$6^1 6H«raWjSJIWX 

mmmm^jL^jimtmmvzm^mmm^btc mm 

<Fft#-^FERM BP-6390) . 

[0071] <4-i> t h$y$^a^'j>fii* (iqH) 

t HPTHrP(l-34)<!:3|'A;U^5> (CVA, *>y-7ttK> £ 
^6453>y*y- h ( t h PTHrP(l-34)-0/A I 25^5 
0/iq/ml, SOmI/^x^) ELLSfifRXft*? 4 9 a-7\s 
-h (SUMILONttH) ©S-^x^CCftlil, fir2^BI 40 
-O^a^-hL. t hPTHrPCl-34)-0VA^:^^ 

KCBMfSttfc. ±«*»r. O.OS^ween 

20&#U>W»WB (PBS--Dr3EKJ(fe»a, -§^x_;UC 

^*>^KH dooal. o.s^s-'ifiifafT^;/* > 
(BSA) SrSWTSPBS-T) *JDiLSffl-Cl.5«FH^>* 
^-M, t hPTHrPCl-34)-(V^IS^LrC>ttC»a 

fc„ COJ^CCOT, S^x;U?rb hPTMrP(l-34)-O^A 

[0 0 7 2 ] S^xJUC, g^CD'W^U K-v<Dig« 50 



±» (50/il) SrfiDit. SMT"C2ffi!Ff8I®S5^/cfS. 

(Biotin) rS^L/c-^+"5it h IqG(Fc)£it* ( EY Labo 
ratoriesfctJJ) ^PBS-rCl,0OOf&CC#^L/c?§?$ (50n 

^- h Ltc 0 J ?a7i,- h?r, PBS-TC 3 

fft, 2nrM(DMpCl l %^t^PBS-Tri0 ( 000f§CC^f?U/c^ h 

U7>Ttf^>-/S -tin; V */9—\t (Streptoavidi 

rv/3 -qalactosidase 50ii V^xJk Gibco BRLttlS) 

^S^^^U tcflflil, SfflTr lEHH-f hL 

fc. 

[007 3] "W^o^U-h^ PBS-rC4[6J3t# 

SMfSfSffc (lOOnMDNaCL liiMOMqCV lOnMCD x ) 
>WiW&Wi (Na&t>'K££W) . BSAClmq/Wl)) (pH7. 
0) "C*RL/te5mq/ml©4-^^^-'J>'<y7* ;U 
-£-D-#7^f*^K ( 4-Methyl -umbel 1 i f enyl-g -D 
-qalactoside. 100 u x;l/ v SigmattSt) £§^x 

xJl/CC, 2MCDNa,CQ, <21.2q/200mk SOul/^xJU) 
flO*. SCt^lhafctfc. zSS460nm (Ala : 355nm> V<Dm 
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(Labsvstems/^B^ttiS) VM^Ltc. tefc. 2tftS<Z> 
Jab hPTUrPt^ 2n-^JHn#£ It, b hPTHrPCl-3 
4) CC^Wifev^X^y ^a-^JUJnft 1 D5 (lOOnq 
/ml) (Clin. Chem., Vol.37, No. 10, p. 1781, 1991; 
J. Immunol. Methods, Vol.146, p. 33-42, 1992 ; Clin. 

Chem., Vol.37, No. 5, p.67S, 1991; J. Immunol. Met 
hods, Vol.127, p.109, 1990) £#H>/c 0 ^^BSCD^ 

^tt^^^IqCCH+zc)^ (TM i)Ji> • n-U y ?A io 
■tt») 

[0074] <4-2> t hftS^a 7 (Iql 

b rP™rP(l-34)<h*>^;U:/S> (OVA, ^?-7*t«) <!: 
HW3>i/ a y- h (b h PTHrP(l-34)-OVA ; 1.25 
Mg"/9x;U) ELIS*JB96?v:-7>>( ^CJ^U- h (Nunc 
-Immuno Plate, tf £ n ^ No. #439454) <D-§9 x ;UCCjJD 
X. SB"C2fl*lffl W>*^-hU PrHrP(l-34)£v 

2 -O^a-C-hL, b h FTHrP(l-34)-CVA^^ 
L/rC^ligp{a^yp vZLtt. §9xJl/4, 0.0533CDT 
ween20£$^T& 7 >K*g«?fc ( PBS, 200m D V3\e1 
8fe»Lfc. C<D<fc5K:bt\ £.9xJU£b rPTHrP(l-3 

4)-ova rn-f^yif^oa^l/- h^f^iJL 

fc. 

C 0 0 7 5 ] -§9x;UC 4 S^OA-f7'jK-TOlg» 
±rS (50mD 2^WJ5«;3l*fc«. §9xju 

0.05»©T%^20*SWi - 4y>BMl«« (200/2 1) 30 

■C3@ ft»Ofc. '-X^V. §9x;Ufc:, i&BKtB* (p 
eroxidase) ~C&iaL/c1^5ib MqxCl* (l,000fg# 
50ul/9x;k PROTOSttSSL ^^ayNo.726)* 

tin*.. ^STr l B*fyw>*^~ K L>/c 0 -?4#a? 

U-h*\ 0.05SOween20*^WT€»i;>iaaafffi-e3li! 

CpHS.O, 50ml) . *)l> h 7x^l/>y7 * > 
(O-Phenylenedi amine, 0P0; 20mq) v 3096i§K J ft^:^7K 

(i5jui) ) £&9x;uc2jn*, iSTr2 0»fa^> 

t^^-Flt 40 

[0 0 7 6 ] :Xl>r, 2MS6K (soul) £g9x;uccjjn 
&j£4lhtf>ft;. &g490nmr<7)i»;)fc&£:7;l/*n;* 
tt>7^P7'l/-'j-^ (Labsystems/T^B^a 
») raJ^L/c. %tm<DVit bpmrp^y ^n- 

^JUjK(*<bLT, b h FTHrP(l-34) CC*$gffJ&-79X* 
S2a-j')l>Vi&l D5 (lOOnq/ml) (Clin. Chem., V 
ol.37, No. 10, p. 1781, 1991; J. Immunol. Methods, V 
01.146, p. 33-42, 1992; Clin. Chem., Vol.37, No. 5, 
p. 678, 1991; J. Immunol. Methods, Vol.12 7, p. 109, 
1990) ftfliOfc. **fJH(30WBl«C*Jt»r«. 2^tat*<b 50 
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LT. -V'^K'T'^Xlq/ctnLft (Southern Biotechnoloqy 
ttU) *fflc»fc. 

[0 07 7 ] <4-3> N-Bio-FTHrPSrfffO/cb h PTHrP 

y>M»««r»«ofc+^piSfc Hqgcfocw* (2.4 u 

q/ml, 50m 1/9 xJU,0r^anon TeknikattKJ) * % ELISA 
m96^\V>C ^n^U- h (NunctfcK) £>S9*;UClJD 
iSt2WI Ot^^hU, ^5tt HqCCF 

«r»r. 0.05XTV«n20ftW (PBS-T)-C 3 0 

#fc*f£. S9x^CC^D-y*>ytti| (200/il. 0.5969 

^lfinSTn^i- > (bsa) £^WT£pbs-t) Hnx-MiR 
r2B$PdW>*^~hu +^Rt MaC(Ft)tft<** s 

[007 8 ] &9x;U£ v PBS-T (O.05S3CDTween20*^ 
S'y^BMUBiR. 200al) r3H«»L&. COcfc 
^CCUT. S9*JKr-Mqtab MqC(Fc)5x(* r^-f 
^^LfcV-/ ^D^L/- hiffUUfc, S9xiUC. 

«±« (50mi> *aoA. sbtx? 2 erases 

&9xJU£. PBS-TC3[n| gfe^b/co 75 
(N3R) £tr*=F> (Biotin) r«S&b/cbhFT 
HrP(l-34) («T, N-Bio-F^rP(l-34)if*T5^^^ 

Peninsula Laboratoriestt S3) <DW y ^> ?t%M 
^f??&& (lOOnq/ml, 50m 1/9 x Jl/) 4. S9 x;UC ft] 

[0079] ^>r^a^u- 

h*. PBS-TC3[p]ot^a. 2mM7>MqCl,*Sb^a 7* 
>^|5iairi0,000fgCC#«?U/cX ht/7>7b^>-/3 
-^7-7^ hi^y— -fe* (Streptoavidin-/3-qalactosidas 
e. 50 ul/9x;U, Gibco BRL&3J) 4S9xJU (C»0 

-h*. PBS-TC3HSE»». SS««« (l(X)mMtDNaC 
1, UrMOMqO^ 10mM© U {NaSOPK*:* 
W) , BSA(lmq/ml)) (pH7.0) r#JKb/c5mq/mlCD4 - 
yfj^-)><'i7x 'J;l/-/3-D-^^^h^K (4 
-nMethvl -umbel! if eryl-/3 -D-qalactoside, 100m 1/9 
x;U, SianattK) *»9*^«cflDA. ^STr2 0^> 

BIYV+a^-Ult, S^xiUC, 2M£ONa J CQ ) (21.2 
q/200ml. 50m1/9x;U) 4»0^. SK4lt^fc 0 &g 
460nm(®|fl: 355nm) rOl3tSgSr7WDX4 : t> 
h (Labsvstems/^B^ttSj) 

K*iUr 4 b hPTHrP(l-34) CC^gW^-79X^e^ d7 
n-^jUCti*l D5 (lOOnq/ml) (Clin. Chen., Vol.3 

7, No. 10, p. 1781, 1991; J. Immunol. Methods, Vol.1 
46, p. 33-42, 1992; Clin. Chem., Vol.37, No. 5, p. 67 

8, 1991; 3. Immunol. Methods, Vol.127, p. 109, 199 
0) 4fflC»/c. **fJH<OK»Jc*5C»rtt. 
tnffciLT. -^^tn-7 9XIqCCFc)5i{* (Orqanon Tokm 
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[0 08 0] < 4-4 > C-Bio-PTHrP*:ffJl>/c b h PTHrP 
ffi!Eltffi{W<4-3>rfl!flHL/teN-Bio-PrHrPCi-34) OK 

Dec, #ju#*^u5fc«& (c*) £fs]«fc orb 

■C8H8 1/ AlC-B i C^PTHrP(l-39)-Cvs ( C vsCO SH§ 4: 0 1 

BfrifiHS6«<4-3>4Bl«CCL-C?f ofc. 
[0 0 81] HtBM5 aXJEJtttOKB 

8uE^*fiW<4-2>CCfct»rffl(r»/ k cfc b PTHrP(l-34)-CVA 10 
£^*'Sx b h Iq/C Vi&OR 9 fC . S^t F PTHC1-34) 
(IE?iJ#-^2) ao'^^tat HaH(Fc)ia**ffl^4C 
<tW^«*rBI«0»f¥*ff ^*BMt»* (Peroxidas * 

3e3 
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K-v*iS4t4t htnfc hPTHrFe^ ^a-^jUSti* 
<Dt hPTHK£X^t±£^L/c a tktt<Dfctf> 

cc. &*<Dt htat hPTHr^ey *n-^;Wfttt<z>t hp 
■mrpcc^f-r^s^tt?:, fIld*JSW<4-2>CCfet»rffl 
t>fc+=Ffitb hlq/ctn(*c^«:»3«C^+'tit: r IqH(Fc)in 

S^ELISACCct Oilj^tfo, ^3^L/c4fe0. t>r 
not htfifc h PTWrP^rX^a-^;UtSt*t>, b h PTHrP 

C008 2 ] 
[*3] 







35XS/C1SO«ffi (BUM) 


t b PTHrP 


b bPTH g w ^ 7U ~ y ^ 1 


b b PTHrP 


b hPTH 


IB3 


4.00 


0.125 | 1C1M2 


4.00 


0.112 


I2A7-1 


4.183 


0.121 \ 1C1-3 


4.00 


0.154 


12A7-8 


4,00 


0.087 


1C1-13 


4.00 


0.108 


12A7-9 


4.078 


0.109 


15DM3 


4.128 


0.122 


IB3-1 


4.00 


0.078 


15D9-9 


4.00 


0.129 


IB3-6 


4.00 


0.111 


15D9-2 


4.00 


0.118 


IB3-9 


4.00 


0.079 | 2G4 


4.00 


0.154 


1B4-7 


4.00 


0.165 1 5B12 


4.197 


0.137 


1B4-10 


4.00 


0.114 1 16E12 


4.195 


0.166 


11FU 


4.00 


0.118 1 1A12 


4.00 


0.134 


I CI 


4.00 


0.107 0 1G7 


4.00 


0.135 


2DI0 


4.00 


0.123 \ 16E12-5 


4.00 


0.161 


15D9 


4.00 


0.106 


3G4-9 


4.00 


0.105 


3G4 


4.00 


0.091 


16E12-11 


4.00 


0.165 


2Fg 


4.00 


0.098 


3G4-3 


4.00 


0.137 


4B4 


4.00 


0.106 


3G4-7 


4.00 


0.146 


15H7 


4.00 


0.124 


1G7-1 


4.00 


0.174 


1D2 


4.00 


0.155 8 16E12-6 


4.00 


0.131 


1 CI 1-6 


4.00 


0.111 \ 1G7-16 


4.00 


0.114 



[0 08 3] 3ttBM6 *s?a-~T>l>tjif*<Dtfm 



[0084] 
[«4] 
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(22) 
^4 



#BH2 0 0 0 -80 1 0 0 
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(// g/ai I ) 




g/m 1 ) 


1B3 


7.5 


1C1M2 


9.3 


12A7-1 


27.8 


1C1-3 


22.2 


12A7-8 


12.7 


1C1-13 


4.5 


12A7-9 


31.6 


15D9-13 


7.8 


IB3-1 


16.7 


15D9-9 


9.3 


1B3-6 


45.0 


15D9-2 


6.3 


1B3-9 


10.7 


2G4 


30.3 


1B4-7 


16.3 


5B12 


26.7 


1B4-10 


30.7 


16E12 


44.8 


11FU 


3.4 


1A12 


19.0 


1C1 


7.6 


107 


33.5 


2D10 


17.5 


16E12-5 


51.1 


15D9 


5.5 


3G4-9 


22.2 


3G4 


9.6 


16E12-11 


53.8 


2F8 


23.7 


3G4-3 


48.7 


4B4 


30.8 


3G4-7 


40.6 


t5H7 


24.9 


1G7-1 


12.! 


1P2 


67.9 


16E12-6 


36.1 


IC11-6 


5.5 


1G7-16 


13.0 



[0 08 5] lOM^S'ieJlJfoW (Fetal Calf Serun, 
FCS) £7Z / 7 r 'J >^^WT6 H A TMEX-CEL 
L-620-HSFigttt ( 3RH Biosciencettlg) ^rigSL/cS 
KD^J-?*) K--^CDS*±^ (3O~4Onl/50ml^A — 
7) ^rttlX. &#&S5?8 (20rrMCOKH, P0 4 , lSOnMCONa* HP 30 
0, RO*154nMDNaCl, pH7.6) HiWClBSk*. ZfO 9 <{ > A 

(rProtein A Fast Flow, 0.2ml, IqORSf* : 35mq/ml 

y;k vr^^mm) imz.. ls^cr 5 

ein A4CK#<*-e/fc 0 »^0^*-^*it^fMlt (3,000 
nam, 10*) j*4XhS«r»T, (20t**DN 

aPi, lSOnWCDNaCl, pH6.0) (10ml) £&JnL» *S«± 

»*ccd*ti4 , ?^iac»iSiH3'ttfc. «<i>#8t (3,000 

4) SrST, ^aSf'fl? (2OmM0NaPi. 150rrM£DNaCl , pH6. 40 

0) (10ml) SraSAnLfcf*. SecC^C^d (3,000rpm, 

CClSSijS (20nM£>NaPi, lSOnWCDNaCl, pH6.0) (0.65m 

1) *2 0to*.««ILfctt. l.5mlW*Ci**-:/CC# 
L/C 

[ 0 0 8 6 ] A-^(COCir, WF<D 

»fE*171M3iam>. t Unt hPTHrP^y ^a-^- 

<14 f 000rpm, 2») U Jbfi^f&T, ^m««fK 
(77n**DNa.HP0, , 67n**D^X>&, 150r*KDNaCl, pH3. 50 



8) (0.9ml) «rttl^. 3 & CCi&b&NI (l400rpm, 

$SfB#£ ( SOOnMCDNa, HPQ f SOnWCDKH, PO, , pH8. 7) (0.1 

8UIB#*. U TjSWU hhtakhPmrP 

[0087] t hlSt hPTHrFEry^a-^ 

JUfiifltfC J: 4 PTHrPK^WIil^cANIP<D±3(DfflI»J 

fpfflurr^-u- h^^^-Hf (AC) ^:7*x:?* 
»Jm-^*C (PLC) «KSfbU«fMIStta)«fRiR«jR 
SITiftJfJ, JfcBIWO^^AMP (cAM 
P) ^ r ;>gF^*lEMb^;U^^A(DWKiR^ffiil-r4 
iCOfMirtiSStf^flS (Crit. Rev. Biochen. Mol . 6 
iol., Vol. 26, No. 3-4, p. 377, 1991) . cAMPU, 1018 

c o o 8 8 ] *fs»r (J. fiKrf#/ca^(7>t hctt h 

PTHrP^t y 9 P - :*VU*if4W, t h P^rTO fEfflCDiMffiJ<7) 



C23) 
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L/C. lOX^BfiieifiU* (FCS) ^*TRFMI1640igife£#tr 
R106 (ATCC CRL-1661) ( 1 X 10* fl/ x ;U ) £*8SL 

3Biae«ty/c. S-?*;u%RPNai64oStil!rgt»L//c 

#iftSRF ) Mri640tgtt6 (PPMI1640SJftlOOm1^CC, 0.1* 
^ i/mi$~T Jl7 $ > (BSA) *:100ma UiMCDteM< (cAMP 
»«B*fflfMtffl*WrS. S^^ttR) £22.2mq£# 
t?) «rl ml/^*^«K"Cfln*. 37'Cr20»iSS0/c o 
i&ift*. t hPT>irP (lOnq/ml) RCA'-S^Ot hCtt h FT 
Hr«>>>a-^;Uta# (0.3, 1.0£/c&5.0Mq/mD £ 10 
sW^£lO%FCSaWRIW1640t£t& < PTHrP4 tn{*$*Q L 
rSST 1 B»PJ(Dlff«*. O.Sml/^*^) CCSttU 37 

»ffdO-C. 3nWttK*£t*95XXi'/-;U (0.25m1/^ 

SrlsIiRU i.Sml-^-Y i>ci^-^cc&AL/c 0 «±flt 
•9->^"iI/*tt«S •&/«:«. cAMP&ttJEIA* v b (Amersha 

r. S^cotS#±^t/>^Utptc$$n^cAMPC7>S J S:iffj 

St/c, 20 

[008 9] l^mCDb htXb r PTHrPfcy 
ta»*d*rt hPTHrPa-34)0D^*^^Stt&*ffll^T 

McDtat rPTHrP*-*' ^ d -^;Ugi<*4 L"C, t r PTHrP 
(1-34) 5C^§W/«c^^^^^^a-±;l/tA{*l D5 

(tf^-r * h n-;U) JEVWlk rFTHrP(37-67) 

{C^g^7^Xt/^a-tJHS*lDl 1 (*#ir 
7a> h (Clin. Chem., Vol. 37, No. 10, p. 

1781, 1991; J. Immunol. Methods, Vol.146, p. 33-42, 

1992; Clin. Chen., Vol.37, No. 5, p. 678, 1991: J. 30 
Immunol. Methods, Vol.127, p. 109, 1990) ifS^ft. 

[0090] c©smis**6. ^rncothisthpr 
#**«c««iu \zbpmrmim*mtmicnmr 

[0 0 9 1 ] HiSfl)8 t hCtt hPTHrf^e/^n-^ 
iuta»cc cfc £ PTHrP«ci?M#®iRcO}qi$i| 
H52iL/c4*jO, PTHrPt*, PFH4RI«©PTH|jM^. HP 
. »K*c>rtt#»liBI«:ffHLr (*91UBCCi:& 40 



<S0B2 0 0 0 - 8 0 1 0 0 
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*fflJfflttff*iR*iaiiL#^6^^^^A*Ilill^*4t» 
^»9ftlRf^ffl«:WLrt*4 (Brown, E.M. , Homeostatic 

mechanisms requlatinq extracellularand intracellu 
lar calcium metabolism, in The parathyroids, p. 19, 

1994 ( Raven press, New York) fl #jWR*CW:. mFldT 
f#/cfi*Ob r Rb hPTHrP^^^a-^;Uta(*C7), t 

hPTHrP<Df^fflOWffl<Dfc^CC«ffiMCCtt< SftCDWJR 
PTHrPKffWtt»»iRffiffl(OWWI?a*4:fS«4L-C 

[0 0 9 2 ] KJBl 5 aa^ICR-^^X 
(*. B*^ + -;UX»j^<-tt») «C, 4S CaScS4tt|sIfi 
* <50juCi/BS) &ST&-5L/C. a*fr6 7B». «r 
£tiP (6-7B&) <DttOBmW&mmtf)<fC&r)tcL,, 

eojbig«& (cibco BRLtt») tpv2<mmmt%mutc> 
rPci-34). &&mm<D7ism&mn&3 4. 

f-bW&m (K) ) (I0nq/ml) &c>'CCg.>7 (D t htafc 
hPTHrPfcy'^n-^JUfiitt (0.1, 1.0, 10*/ctil00u 
q/ml) £^tfBG-3btg«fc (Cibco BRLttS? ) 
fc. 48fc*fS|c7>i£*g, mfia4l5j?«SCDb hPTHrPCl-34) 
Rc*t rfnt hPT>1rP^y^n-3r;Utat*^^tfiS«SW: 

£»u 3 6tc4s»sraj«SL/c 0 tgis^ao'si 

H#* (2NffiKr60 # C24BfWMflLr^U/c) <D§>7 

*fflc*raB3eo/c. 

[0093 ] l*"T*UDt htnb h PTHrP* -/ 9 a -^JU 

(^«tCbT^SU/clS^cDte^^*tM4 0/c o . ttfc. St 
flftQCit hPTHrP*y ^a-;r;MEn#4 Or, thPTHrP 
(1-34) CC«RWfc^$x*y>£a-*;UfSflu D5 

(stfi^-f -7:3>ra-->L0 3t WCt h PTHrP(37-67> 

KWBWttv^x^y^n-^utRfcl D 1 1 C**f^ 
-r^3>ha-;U) (Gin. Chem., Vol.37, No. 10, p. 
1781, 1991; J. Immunol. Methods, Vol.146, p. 33-42, 

1992: Clin. Chan., Vol.37, No. 5, p. 678, 1991; 3. 
Immunol. Methods, Vol.127, p. 109, 1990) £ffll>/<: 0 
tS**H9 71SHl lCC^L/c. *fc, #®JR€:50^I 
§T^Cii*?i8S (iQo) ^*5ic^U/c. 

[0094] 

C«5] 
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as 



^20 0 0 - 80 100 
46 





I C 50 (pi %/m 1 ) 


ids (*••>• to* ^m-*) 


0.2—1.0 


2F8-10-3 


I 


1C1-3 


2 


1B3-9-16 


3 


I5H7-8-3 


3 


16E12-6 


3 


5BI2-16-12 


3 


4B4-6-21 


4 


3G4-3 


4 


2G4- 12-20 


8 


1B4-10-13 


1 1 



t»*il/*>i©tSdiaflBe» (ka), &?8ti$KE& 
(kd) &tf<CKffi£tt (Kd) rffllR(D*ne** h 
r$>6BiacoreX (77i/f A7 7Jb7Vr?i8) 

JSWrfPRbfet hPTHrPa-39)-Cys*flBC»fc. CiJF>CD 

«*^ri»4/7JU!P^#y ^Uf 5 *^ (CM) 30 

T-SfcJl/tf+S^USK:. hPTHrP(l- 

39)-cvs©->xf-^>sia3&sw"r4>ju^^ha (sh 

[009 6] + 7 h{CMH(D7P-t;H (How Cell 
1) CC, 0.01MCDHEPESiSaS?fi (O.lSMCDNaCL anMCDEOTA 
a^0.0059fl£D||lffirgttJHP2O*#W. PH7.4) *5mV$» 
"CfiftU 100ul<D0.05M NHS (N^Hydroxvsuccinimide) 
/0.2M EDC (N-Et^yl-NI'-(cfimethylaminopropv'l)carbocl 
iimicto) *8M)DU ^>*-^' ^ ^HtcttaS nrt* 
SCMflE>*^**^»*fiSttftSttfc, ;Xl*t\ 100 40 
tx l<D80mM PDEA (2-(2H3vridinylchthio)ethaneamine) 

/o.im (pH8.s) *«flnu shSosjc* 

^ttSSSg^zSAL'fca 36$C, 8Ml<E>luq/ml thPT 
HrP(l-39)-Cvs/lOnM SfcK:** h ') **? 2*WMWL (pHS.O) 
£3$JJirf <SCiiCj:9 t: h RHrPCl-39)-Cvs«:-fe>if- 



v T/tCffiSftOfc. HSftS ftfcfc" h PTHrP(l-39)-Cv 
S0S$£. 45RU (resonance unit) V$>r>tc 9 &*>\ 5fc 
KlZWSSSC*. 100 u lC7>50nM - -f >/W NaCl/0. 

im fstF-^AW <pH4.3) *a»n*sc<hecj:' 

[009 7 ] 'J77U>X(hir07a-bJl/2 (Flow 
Cell 2) Ut, t hPTHrPCl-39)-CvsCDftt)0^C->X7 u -r 

t H^e-z^n-^M/if* (20— 60/i q/ml. 60al) itc 

<^n->>2F8-10-3, 1C1-3. 1B3-9-16, 15H7-3-3, 1 
6E12-6. 5B12-16-12, 484-6-21. 2G4-12-20, &C>'lB4-l 
0-13 

<#R§tn<*>t hPTHrP(i-34) CC««Wtt^'>X*y'f 
a — ^~;Uta<* 1 D5 (Clin. Chem. .Vol .37, No, 10, p.l 
781, 1991; J. Imnunol. Methods, Vol.146, p. 33-42, 
1992: Clin. Chem., Vol.37, No. 5, p. 678, 1991; 3. I 
rmtunol. Methods, Vol .127 , p. 109, 1990) 

Aevaluation3.l) *fBC>T. *££-ilg®& (ka). IB 
!»i$SS£Sfc (kd) SO'^Stia (Kd) 

[0098] 
[*6] 



(25) 
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£ 6 





k a 
(l/MSec) 


(1/Sec) 


J\ a 
(M) 


IDS (3VfD-fr) 


5.1 XiO 4 


4.4 XIO" 5 


8.6X |0" 10 


2F8-I0-3 


5.3 X10 4 


6.0 X 10" 6 


I.IX10" 10 


1C1-3 


4.0X10 4 


7.IX10" 6 


1.8X10" 10 


IB3-9-16 


4.4 XIO 4 


2.6 XIO -5 


5.9X10 -10 


15H7-8-3 


1. 9 XIO 4 


1.6X10" 5 


8.4X10" 10 


16E12-6 


2.9 XiO 4 


2.2 XIO* 5 


7.6X10* 10 


5B12-16-12 


6.4 XIO 4 


1.7X10* 5 


2.7X10" 10 


4B4-6-21 


1.5 XIO 5 


9.5 XIO" 5 


6.3X10 -10 


2G4-12-20 


7.8 X 10 4 


2.1 XIO' 5 


2.7X10" 10 


1B4-10-13 


5.OX10 4 


I.3X10* 5 


2.6XI0 -10 



Sill (Heavy Chain) 0>nT£«J££ri- h'~3~£cDNA£ 
5U. 2fr>'CCig$fl (Liqht Chain) OBjataflSaVSWSH 
«*3-PT4c ONAE?iJ * Tf 9«C Or * 

tBI8Jfi«l"Cf¥»L/fcb h«l?ttlB*;i/*>IHa*>^^ 
■j K-v («^^5Xi(/*isa) jfrMMtU 

ttWttiSlRU f^-r^P0lvA+Rm<DjffltbB$ir-80 

Xr-Si?t/Co OW^'J K—^n->>i5H7-g- 30 

3. 16E12-6. 1B3-9-16. 1B4-10-13, 1C1-3, 2F8-10-3, 
2G4-12-20, 3G4-3, 464-6-21. &0*5B12-16-12<, 
[0 1 0 0 ] &*<D/\4 7*J K-V3^6OPblyA-|WW0 
taW, flNKtt, rp®CDFastTrack2.0kit(INVnR0GEhSa) 

fflfaSfSfgW* (Lysis Buffer) COSIKU POLYTRONCC 
£9tin*tt«U pT&ftSttfc. RBI*<fc**4S , Cr 
>*a-^ — 5^3>L/ca, Oliqo(tfT) cellulose^rftj 
^.ftlJI#|yiaW>*»CCfB»03fc. #C(,»-C, Oligo(dT) cellu 
lose*i5fe?»a. FblyA f RNA ^Ellutrion Buffer-CSHIS 40 
it/c ^WL/cPolyA*Rm^x^y-jL/itiS3-t±, 20/il 

£b/c. fthtltcmyKRm&l&Mt L. TfiigCDMaratho 
n cDNA Amplification Kit (CLONTECHK) £fflt,*/cRACE 

FCR& • g©<L»rG0>i5B!j , 1992*P*2BU, ftfttWifi 

*a:*tt#Mf. p. 13-is) . gn^, s^^-f^y k- 

1st strand cDNA&c>'2nd strand cDNAfrlfcX^JiEL/ft:. 50 



CCgtO/Co yCC»"C. cDNA*J-5r> p -^ajR3li', 7^7' 
*-DNA (EFJ#^43) CCigttSi*^. f# fcftfcDNARjCS 

cc«4FCR0cwt. S5>J##45«:iaai©y^Y^-*ffli» 

ffi^J^ifcSE^* rfj$*<DDyeTerminator Cycle Sequencing 
FS Kit (PE-Applied BiosystemsSJi) Rt>'PRISM377 DMA 
Sequencer (PE-Applied BiosystensSJ) £#K,>TtTo 

fc. ^C*S. ;$E7U&j£<Dfctt0 Sequencing Priroerte. 

6«C % f# 6 *lfcE7Ud>6i8tt& Sequencing Primer*ffi 

5cW*«?lJ, (Light Chain) <D^%Zm*%RU : X.fr 

K-T*cDNAER *^CcSS-^<OcONAge?'J 

L/C, 

[0 102] <^D- >15H7-S-3> 

DNAffi5*J : E5*JS^2 3 (^y^;lE^J : i&S#^ 
1 7bmS7. Vm.m : «»«S87i£3SL NS® : 
S-^3527!jS354, D«« : 3557!>S369, N«g^5 : 3707 7 ; 
M373. J tRJ£ : 3747!lS429) 
T 5 ^KE?»J : 4 (is?T)lEfrl : T ^ 

S# 1 7^Si9, or^ggiig : r 5 y|»^207bSii7** 
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D N A IE51J : iH5U#^ 3 ( -> ^ i~ ;U|E5>J : itSS-Sf 
1 7!>M60. V«W : ia»#^t6i7!>M359. J Sgigi : tgg 
#^3607bS397. : *SS§^ 398^717) 

T 2 ^KE5>J : ffi5>J#-^4 ( ^ ?-t>\>llJi\ :75/8 
1 71S20. oj^mm : 7 i ^®#^2lJiMll9£^ 

tf) 

<^a->16E12-6> 

DNAK?iJ : E?iJS^2 5 (->^^K?iJ : SSS-^ 10 

i nm$7. vmm ■■ ms&manmsx. nam ■. &m 

#^352 7iS354, DWM : 355ft5369. NM*3( : 3707b 

M373. J ggiS : 37475^429) 

7 5 ytSSfi : E?'J#^2 6 ( ->^^;HeF»J : 7 5 

1 7bSl9. aJgggMI : y 5 ^®#^207bSll7*^ 

t?) 

( mt*.<D ai^mmivm-sm® > 

D N A ge?ij : K?U§^ 5 ( J/ y r >HS5>J : iSS8*f 
1 7i260. VM*S : <SSS# 6tftS359. J Hi£ : tgS 
#-S|3607bM397. C^i$ : JSS«#3987bM717) 20 
7 2 VKEJIJ : iffi?U#-Sf 6 ( : 7 5 y ®T 
1 7bM20. algf^ : 7 5 21752119*^ 

tf) 

<i>a — >lB3-9-16> 

D N A ffifij : E^iJS-^ 2 7 ( -> * ;He?iJ : &S#^ 
1 71M57. V«l« : 587^^3 51. NSgHS : 

#^3527bM354. : 35575M369. N^ig : 3707b 

M373. J mm : 3747bS429) 

r s ;mmm -. e?js^2 8 < : 7 $ 30 

1 7iSl9. *T^« : T 5 -/B#*t207iSll7£# 

tf) 

D N A ie?ij : E?»J## 7 ( -> y ^ ;l/fi25»J : 
1 7bM60. V&iS : £S##6l71M3S9. J : t&g 
#^3607bS397» : iS£*#398ftM717) 

7 5 : E5<JS#8 ( ->yr;H25>J :7;/K 

1 75M20. °mW& : 7 5 sm&mubmx&k-g 

is) 

< D ->1B 4-10-13 > 40 

D N A 625»J : E?'J§# 2 9 ( -> ^ ^* ;HS?iJ : JS£S*f 
1 75M57. VmW : JS*S-^587bM351. NS»$ : Jfig 
§#3527^354. : 35571^369. Nli^l : 3707b 

M373. J mW : 3747iM429) 

7 5 y&E^iJ : E?U*-!f 3 0 ( i^r-JUEJU :r;/8 
1 75M19. oJ^SBig! : 7 5 ^&§-ff 2075^117*$ 

t?) 

D N A iB9J : K?iJ#^ 9 ( > VTfr&m : ifiSS-Sf SO 



^BS 2000-80100 
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1 75M60. VSIIS : i&g#-st6i7!>M359. J &gt|i : t§S 
#-5f3607b^397. CSHlgc : *Sg#*f 3987bS717) 
7 5 v®K?nJ : ie?iJS^ 1 0 ( :r;/S 

1 7!>M2o. oj^mm 7 s /m^nziTi^ua^ 

is) 

<i»a-^ici-3> 

DNAE?tJ : E?iJ#-S|3 1 (•XfffrmVl : iSSS-^ 
1 7!iM57. Vtg^J : JSSS-it 587^351. UmW : »MS 

#-^3527iM354. DSPS: 3557bS369. N^g« : 3707b 

S373. J mm : 3747bM429) 

7 5 y^BEflJ : |g^JS^3 2 ( ^ f ^^ffi^ij : 7 S ^® 
#*i 1 TbMis. o1$zm® : r S ^K#^f 207 , >Sil7*# 
tf) 

D N AiS50 : iB^JS^ 13 ( ^ ^ jHS?IJ : 
1 7bS60. VJgJS : iSg#-st6UI>S359. J pgJS : tfiS 
#^3607bM397. CSIUS : fiSS^3987!)S717) 
7 5 -/KSE5>J : EFJS^ 1 A (•> yi-fVSfl :7i/|( 
S# 1 7^20. -5J^«^t : 7 5 ^KS#2l7b^ll9*^ 
tf) 

< i7n — >2F8-10-3> 

DNAE?1J : §^Pm^3 3 (^^^Ef>J : igg#^ 
1 7iS57. : i&S##587!>M351. N«W : 

##3527iM354. : 3557bM369. NSHS:3707!i 

S373. J mm : 374ftM429) 

7 5 smE&l : EyiJ#^3 4 ( ^y^UffiflJ :7i/S 
S# 1 TbMis. ~5J$zmW : 7 5 ^K#-^2o7bMrL7*$ 
t?) 

1 75S50, vmm ■. as#-^6i7bS359. j mm -.mm 

S^3607bS397. : ft«##3987!»M717) 

7 5 smm&l : iB?IJ#-^ 1 2 ( '>Vi-)l>§E&) : T 5 
#^ 1 7bM20. nJ^$US : 7 5 y©#-^2UbSll95r# 
ty) 

< >? D - > 2G4-12-20> 

D N AiBJflJ : ffi?IJS# 35 JUSflJ : Jg»S# 

1 7bS57. VSg« : SSS-^587bM35l. N^ig? : 

s^3527iM354. omm ■■ mnrnx*. urnm-. non 

S3 73. J mm : 37471M429) 

7 S sm§&l : iB5tJS#3 6 {Is9i-)VB9\ :75/i 
1 7bSl9. 'Smmm •■ 7 5 ^K#^207bMll7«r^ 

tf) 

DNAffi^J . : ffif>JS^ 1 5 ( ->y^;He?iJ : 

1 TbMeo. vmm : ^ss#6ij!>M359. j mm ■ tfiS 

S^36071;S397. CSiiS : iSS#-!f 3987*1^717) 



(27) 
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r x sm&\ : ew*# i e < !✓ vi-Jim* :7s/a 

1 75S20. oJ^rS^ : T 5 ^K#^2l7bSll9^r# 

to) 

< ^D->3C4-3> 

D N A KM : EW* 3 7 (*sV+ >\,W3\ : &S§^ 
I 75M57, V«« : *a##587iS3Sl. N«« : £3 

§#3527^354, D«« : 35571S369, N«« : 37075 
M373, J SS^t ; 37475 M429) 

r 5 ^geE?»J : ie?'JS^3 8 :r^K 10 

1 753£19, pJ£«« : 7 5 -/ &#-^2075^ll7£^ 

to) 

(II*cDpISE*«RC«£W««) 

D N AIBJ»J : geytj#-sf 17 (V fi-frS&l : 
1 75M60, VM« : «SS^6UiM359, J tfM : tt£ 
#^36075^397. CIS^s : 393755 717) 

7 5 ^M»»J : E7U*4| 1 8 (>>?i-)l&m :r$y8 
#*f 1 75S20. nJX»« : 7 5 ^K§-Ef2l75^119*^ 
to) 

<^P-> 4B4-6-21> 20 

DNAIBJiJ : 9. <5/*^BM : 

i 75M57, VflM : 5875M347, Nffitt : «S 

#-^34S75M349, D*« : 35071M356, N®« : 357, 
J tM : 35875^417) 

7 5.>Meai:eW*-*4 0 ( *s9+WGm : 7 S 

L 75^19, nJ^SB^ : 7 5 y &#^2075Mll53:^ 

to) 

D N AE8I : i55»JS^ 19(i/ : i&£#^§ 30 
1 75260. vmm : JSS#-*f 6175M359, J MM : ifig 
360752397, CSH«:iSS#^398752717) 

r s smb&i : se?ij## 2 0 { *sV+Mfm :rs/B 

1 7^^20, aJXItM : T 5 21752119*^ 

to) 

< ^ D -> 5B12 -16-12 > 
(XtROPlX««> 

D N ASB^J : KM#*t 4 1 ( > ? ± ;HB5»J : SSS^ 
1 75557, 'V«W:*«H»587iS35l, NttM : 

#^352752354, D%m : 355752369, N®*S : 37075 40 
2373, J &m : 3747!>2429) 

r s sm&yi : ew»*4 2 (^y^)imm :r^/K 

1 75219^ *I^Sfi« : 7 S ^KS^20752ll7*£ 

to) 

( sifKD nsfiiKft cne»«« ) 

D N A R9J : IB5»JS^ 2 1 ( U ;HE5»J : fflSS-^ 

i 75260. vmm : *sg#-^6U52359, j sata : tag 

##360752397, C««: *»»*3987iS717) 

T S ^Kffi?tJ : E^JS-^2 2 (5>yf*;He?iJ : 7 5 s& 

S# 1 75220, : 7 * -/&#-S|2l752ll9*^ 50 



0 0 0 - 8 0 1 0 0 

52 

to) 

-¥-ie?lJIBWV7 h^*7-*fflC>r. Tcmlinson^CC^ 

o m&s n/cbhu^^DT'y >co aj&mm&fc* <o 

? 4 7? V —V BASE Sequence (Inntunol. Today, Vol.1 
6, No. 5, p. 237-242, 1595) *tfc*Lfc. *0<S«, S 

iHVmmcr>^Xte. 2n->4B4-6-2i£B&< 9 fa- 
>^H— (DV M -fe^> hV3-30^6fllJSE3tlTC»fc. O 
P->4B4-6-21tt. ir^> hV4.16^6«fi5E3tl-rc^ 
fc. SIRDfiW#eco<,*-ctt. ^n->4B4-6-2i*^< 9 
^ a — CD D -fe ^ > h dni^ 6 Shtu 

/Co 2a->4B4-6-2ite:, H2yy>hDW*e>1iSE3*i 

rote. a«j««ccot»r«. io^n->^r^ia 

tc^c^rji, l 0 ^a->£rA*H— <ov K-tey^v h 
DPKi5A>?>»JsS3*irc»fc. SfflJ««Kcot»T«:> 1 0 

C«^6«SEStir^fc. S6«C, 151 OSS^t h^r 

««i J«iSO"IBCCN«« (^ackfition) 
fc. 

[0104] ^SSWIl 1 tStf^^^^V hFCab')zS 

Tse<D<i:occLr3sur#6o ^y^o-^^na* (5m 

o/ml) 20nMO^g|^ h '7 ■> AftHffiR (pH3.5) CC» 

3rc-C3o»BiY>#jL^- b-rz. *x^x\ T&it 
EWKsi*ftA«63rcri2»iB^>+a^- hr*. sjk 

fS*@JRL, jt^ll (3 P 000rpm, lO^BI) ±»«r 
-f-*,. ^nfY>A*7At» h (AmershanttS) CO 
«J«Gte^*««*»n*, i*'MJ>« (3,000rpm, X05>W ) 

is*ii»«r ^p«f b u fca 7* a f - > a tt a cc mm u 

te«, ISilS^«aB?S (5ml) -C2B«»U ?SfcB^ia^ 

(2L PH6.8) vmVr (4 ft C, 24^fB) t5, 
[0105] S^feS«l!C0/ca?>t KD*2/7^*4f ^ h 

h^7^- (hplc) %tf^o awccjrof^^n-s 

M<D»J>SSSW«*1 5^fffllftL/c», 5mM-0.4MO'J 



(28) 

53 

^3>nU^£-r#fl*L. 2S0nmT<D&7lcjg£iiJ^ 

u F(ab , )i4S^»iii*lsI«"r*. SfcftfcJWH*'; 

>K«W« (2 L) ri8W (4*C. 24B$p a 1) L/. -t^* 

ycosflffifc^orfeiBllir**. bp 5, -=ev>P-?-n> 

[0 106] HS£#ll 2 tat hPTHrPt h^r^^a- 
* 

ffl&Ltctto*) , FTHrPW:. PTHiSI«<7>PTH«fPffl. BP 

^»RlRfEffi*#l/ri»5 (Brown, E.M. , Haneostatic 
mechanisms regulating extracellularand intracellu 

lar calcium metabolism, in The parathyroids, p. 19, 20 
1994, Raven press, New York) «, 

T6 PPHrPtC J: 0 OW 0 fcW 1 #iBC 3 ft £«Jgtftf¥ ttiS 
^;U^>^AifiLj£(^J:^tC v jSfijttPmrPCDiS^W, iff* 

^A]ftj!£<DteS«I*£. PTHrP£&^T£C<hCCct:*)A 

[0107] -|^A3*fejE*CRJ ( 5il 30 

ft IS. #J300EL H*^ + -Jl/Xtjy<-ttW) OS^ 

AjftKtt, 634Sg*bca 1 vPHr^^-ftf-*fflt>ra(Ct 

gggSifo/>^3B?ftlI«, X (SSI 0 EE) 

CDS^CC, t htat hPTHrFe^^a-^;UJnf* (2F8-1 
0-3, 1B3-9-16. 15H7-&-3, 5612-16-12^0 < te4B4-6-2 
lCDt>m*\ 3, 10SU<«30mq/kg) . 

*1 D5 1 S/di3mq/kq) 40 

S€>lC*<D0»*CCk hPTHrPON^l-34CDE?»J (FTHrP 
(1-34). &Vmm CDT5 /Kf§l TIM 3 4. 
FW5SJr (») ) (0. lag/body) ££Tt9:#L>/Co &P 

L/C. &*>\ m&tfflmcLXTm<D*tffimm*if<? 



tMS 2000-80100 

54 

-^l/. -ecDiEfSiCmfieprHrP <o.i*xg/boay) ^^TS^ 

is**, a i 3Jb^m i 7 cctsl/Co c<dk8m>£>, * 
*9!©^-rfte>t Hat hpmrF^e^ tn-i-^mte 

WIR W L r (, > 4 C £ S ft fc. 
[0108] HiS«l 3 ttt hPTHrPt h-t^P- 
^;i/6i(*tc <fc 5 JH«fiH*f4.*14iB/7 Ji/ r> a jUfficDS'&a 
J»* 

ftft#5C t > T U* L {<S 6 ft * RAlSfiftffitiH? ( para 
neoplastic syndrome) t L'C{tMH'S^^U ri ? Aife-j£ 
(maliqnancy-associated hypercarcemia (MAH) ) 

fc£K)btc%£h&m&<D*&tem*?>\'is r 5^Jk& (humo 
ral hypercarcemia of malignancy (HHM)) <b, HJE§<Z> 

<»««. **») CCJ:0 fc/c6 3ft4»W1t*»WlS 

JtSiyfois*} AjfiUEg (local osteolytic hypercarcemia 
(loh)) «c^JJ!l3ft4. LOHCi, jBOJEISftWfg^ica^ 

^;Ue>^A]flL3EcD^9 0%i£< ^Ae?) (N. Engl. J. Me 
d., Vol.300, p. 1377, 1980) . *<0i»ttiSH!B!»tt 
■«#»tt-r 4 PTHrPOff <fc iCi 6*HC ^ ft 
00#>£ (An. J. Clin. Pathol., Vol.105, p. 487, 19 
96) . PmrF^£Kofc6HrMC£. «> e^^ffllHltCb/c^S 

9P*)B. Sc>'«AT*fflfaSjfil^ (atl) r©«^As*l» 
(N. Engl. J. Med., Vol.322, p. 1106, 1990; J. Cli 
n. Endocrinol. Metab., Vol.73, 1309, 1991) . 

[0109] *KHrtt, fria-cff/ca^cot HSt h 

PTOrP^r ^ 4r n - + JHK*<DmtM#VM&m^ 

Aifiiffi (mah) (DteS82(Jl&£. H«fflJ!a?r^»6C^aT 
4C dic<t 0 AaWCCffiRO/cMwe^Uv^^ifflti 
r^ftb/Co BALB/C-nuV^X (4iS9&, SifSTb 

B*^urSi) o^^ic, t hPK«^±^)Sfi 

fi**fflJ!aftrDSO (Hasina Rifatfc, ^540 B*S^^ 
#E», P. 349. 1995. 3fec>'W:Hasina Rifat€>. ^55H1 
B#«^*t£K», p. 184. 1996) *. ^6Xi0 6 *fflBa/ 
headO{SSr^«?gc:c:fc(CST«fflO/Co ifflfia^r^ffl 
Lr^6^47^S5 ^>gf*. -S^cDv^xccoc^ri^ 

$*Jfil«:?ft». 634SSB«rCa l# /PHr^^-Y1f-*fflC»'Clfll 
(Dv^xtc, y>»liWB«:*)WLtetafc hPTHrPt h 

^n-^^tS{*4B4-6-21 (3mq/kg) ^rJ^ffrSRrtS^ 



55 



10 



t ^ * «c o c > x BBJgi£ifii£ ff c 

[OLIO] &*s. frsai|iI«(CLrTfa<D»B5IS»* 

tfofc. 

(ftthFTUrPb ^n-^;Utnf*4B4-6-2i£^£ 

(2 ) ±ai<0ttSft£Hi;< miia?a*fflj}a^Hoso (BiaK) 

1.3mmol/l«_h(C±^0Ai-7^X (6E) CC. ^ >BD» 
ffj?£(D<& (lab hPTHrPb h*-/ ^ a - ^;Utnt* 4 B4-6-2 

0 1 81CtRL,/c, ccc>KiW>6, **«Ot r 
tab hPTHrpe^ *n-*jl,!Rtttt. BSHftttiRttiS 

[0111] 

C«WoJ»*] *#WItt % *«tt*te««S*ir^tec» 20 

FTHrP* v * n - ^iUCt*<D— B«A LtPS^U/cth 
;u*>oa (ca) &m<DW#JrS14. *flMJWffllf£1£. #« 

c*ctfr6, m&<Dmm&£bx<Dmm$:mtnicm*:$ 

i±*>i><DX$>*> 9 

[0112] BPfc. fc 

fcge*CDtaftEI5ln 0 oO A # ttWHjSr * r> /C T V )l>*r - * 

SEQUENCE LISTING 

<110> Japan Tobacco, Inc. 

<120> Human Monoclonal Antibody For Parathyroid 

Hormone-Related Protein 
<L30> J 98-0142 
<L40> 
<141> 

<150> JP P1998-188196 
<151> 199S-06-17 
<L50> JP P1998-196729 
<151> 1998-06-26 
<L60> 45 

<L70> Patentln Ver. 2.0 



(29) ^^2000-80100 

56 

b hPTHrPCC^-T^fc: r*^ dm -*jUtS(fc$ 
HA (W*. tf% SJK. QBHA £iMB, S 

a ffi**, iffln. ±m&, mm fa, m$s±.& 



Mania. tteanuonL nmmuBmrj:^ <o 
#ie». *k«l &Mmtc&iE?zi&MM<Dt$ 
& mffix<Dmwttm*>i>*>ffl&£>'*t<Dm&cj& 

mi. mm^bKbrnrnmctettzmm (aaaa* mm 

i*L MMffittdf) , RftjQLlE (sepsis) . ±#ttHS!iB6S 
i£<Rff (sirs) .-acxfii/vjfcffi <«i/>ifctt< 

[0 1 13] $ ^>tC t *#6WOt rFTOrPCC5j£tt*W 

»iR««WflFffl*firr 5> fx 7 =r X -7 * >Bl£ (t'X7t 
>Hffl. ^Ji/Ka>Mtt. 7b>Ka>ffiS, BM21.095 

5, YM-175. CCP42446fti*> *fc{«O*«»c:»ffl0 

[0 114] 
[K7»«] 



(30) 000-80100 
57 58 
<210> 1 
<211> 209 
<212> PRT 
<213> Homo sapiens 

<220> 

<221> PROPEP 
<222> (1)..(36) 
<400> 1 

Met Gin Arg Arq Leu Val Gin Gin Trp Ser Val Ala Val Phe Leu Leu 

1 5 10 15 

Ser Tyr Ala Val Pro Ser Cvs Glv Arq Ser Val Glu Glv Leu Ser Arq 

20 25 30 

Arq Leu Lys Arq Ala Val Ser Glu His Gin Leu Leu His Asp Lys Gly 

35 40 45 

Lys Ser lie Gin Asp Leu Arq Arq Arq Phe Phe Leu His His Leu He 

50 55 60 

Ala Glu He His Thr Ala Glu He Arq Ala Glu Ser Glu Val Ser Pro 
65 70 75 80 

Asn Ser Lys Pro Ser Pro Asn Thr Lys Asn His Pro Val Arq Phe Gly 

85 90 95 

Ser Asp Asp Glu Cly Arq Tyr Leu Thr Gin Clu Thr Asn Lys Val Glu 

100 105 110 

Thr Tyr Lys Glu Gin Pro Leu Lys Thr Pro Gly Lys Lys Lys Lys Ala 
115 120 125 



Lvs Pro Gly Lys Arq Lys Glu Gin Glu Lys Lys Lvs Arq Arq Thr Arq 

130 135 140 

Ser Ala Trp Leu Asp Ser Gly Val Thr Gly Ser Gly Leu Glu Gly Asp 
145 150 155 160 

His Leu Ser Asp Thr Ser Thr Thr Ser Leu Glu Leu Asp Ser Arq Thr 

165 170 175 

Ala Leu Leu Trp Gly Leu Lys Lys Lys Lys Glu Asn Asn Arq Arq Thr 

180 185 190 

His His Met Gin Leu Met lie Ser Leu Phe Lys Ser Pro Leu Leu Leu 
195 200 205 

Leu 

<210> 2 

<211> 34 

<212> PRT 

<213> Homo sapiens 

<220> 

<221> PEPTIDE 
<222> (1)..(34) 
<400> 2 

Ser Val Ser Clu lie an Leu Met His Asn Leu Cly Lys His Leu Asn 

15 10 15 

Ser Met Glu Arq Val Clu Trp Leu Arq Lys Lys Leu Gin Asp Val His 
20 25 30 

Asn Phe 



C31) &M 2000-80100 

59 60 
<210> 3 
<211> 720 
<212> ONA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_recrion 
<222> (61).. (397) 
<220> 

<221> C_ region 
<222> (393).. (717) 
<220> 

<221> unsure 
<222> (30) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe t 
Ser, Tyr or Cvs. 

<220> 

<221> unsure 
<222> (467) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cvs. 

<220> 

<221> unsure 
<222> (492) 

<223> This base has not yet been determined. The codon 
containing this base encodes Phe or Leu. 

<400> 3 

atg aqg etc cct get cag etc ctg qgg ctg eta atg etc tgg qtc tct 48 
Met Arg Leu Pro Ala Gin Leu Leu Cly Leu Leu Met Leu Trp Val Ser 

1 5 10 15 

qqa tec aqt ggq gat att gtg atq act caq tnt cca etc tec ctq ccc 96 
ay Ser Ser Gly Asp He Val Met Thr Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

ate ace cct qqa gaq ccq gec tec att tec tqc aqq ttt aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Phe Ser Gin Ser 

35 40 45 

etc ctg cat agt aat qqa aac aac tat ttg gat tgg tac ctg cag aaq 192 
Leu Leu His Ser Asn Cly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 5S 60 

cca qqg caq tct cca caq ttc ctq ate tat ttq gqt tct aat cgq gee 240 
Pro Gly Gin Ser Pro Gin Phe Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec ggq gtc cct gac aqg ttc agt gqc agt gga tea ggc aca qat ttt 288 



C32) &M 2000-80 100 

61 62 
Ser Gly Val Pro Asp Arq Phe Ser Cly Ser Cly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aoa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys lie Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct eta caa act cca ttc act ttc qqc cct qqq acc aaa 384 
Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tnt qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Xaa Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttn tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Xaa Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtt tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 4 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (156) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (164) 

<223> This amino acid has not yet been determined 
and is possibly Phe or Leu. 



C33) KBB 2000-80100 

63 64 
<400> 4 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

Gly Ser Ser Gly Asp He Val Met Thr Gin Xaa Pro Leu Ser Leu Pro 
20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cys Arq Phe Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Pro Gin Phe Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Xaa Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Xaa Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 

<210> 5 
<2U> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siqjDeptide 
<222> (1) . . (60) 
<220> 

<221> V_reqion 
<222> (61).. (397) 
<220> 

<221> C_ region 
<222> (398).. (717) 
<400> 5 

atq aqq etc cct qct caq etc ctq qqq ctq eta atq etc tqg qtc tct 48 



(34) *$BfJ 2000-80100 

65 66 
Met Arq Leu Pro Ala Gin Leu Leu Glv Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqa tec aqt aqq qat att qtq atq act caq tct cca etc tec ctq ccc 96 
Glv Ser Ser Glv Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc acc ate tec tqc aqq tec aqt caq age 144 
Val Thr Pro Gly Glu Pro Ala Thr lie Ser Cvs Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqa aat qqa aac aac tat ttq qat tqq ttc ttq caq aaq 192 
Leu Leu His Arq Asn Gly Asn Asn Tyr Leu Asp Trp Phe Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqc tct aat cqq qcc 240 
Pro Glv Gin Ser Pro Gin Leu Leu lie Tvr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Glv Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa etc aqc aqa qtq qaq qct qaq qat qtt qqq ctt tat tac 336 
Thr Leu Lvs Leu Ser Arq Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr 

100 105 110 

tqc atq caa qct eta caa att cca ttc act ttc qqc cct qqq acc aaa 384 
Cys Met Gin Ala Leu Gin lie Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct gca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lvs Ser Glv Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lvs Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtc tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lvs His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 6 
<211> 239 
<212> PRT 

<213> Homo sapiens 
<400> 6 

Met Arq Leu Pro Ala Gin Leu Leu Glv Leu Leu Met Leu Trp Val Ser 



C35) &BH2 000-80100 

67 68 
1 5 10 15 

Cly Ser Ser Gly Asp lie Val Met Thr Cln Ser Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Cly Glu Pro Ala Thr He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Arq Asn Cly Asn Asn Tyr Leu Asp Trp Phe Leu Cln Lys 

50 55 60 

Pro Gly Cln Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Cly Ser Gly Ser Gly Thr Asp Fhe 

S5 90 95 

Thr Leu Lvs Leu Ser Arq Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin He Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lvs Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lvs Val Tyr Ala Cys Glu Val Thr His Gin 

210 . 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Cly Glu Cys 
225 230 235 

<210> 7 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_reqion 
<222> (6D..C397) 
<220> 

<221>C_ region 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (74) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of He, 



(36) ISM 2000-80 100 

69 70 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe t 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (252) 

<223> This base has not yet been determined. The codon 
containing this base hiqhly possibly encodes Pro. 
<40O> 7 

atq aqq etc cct qct caq etc ctq qqq ctq eta atq etc tqq qtc tct 48 
Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqa tec aqt qqq gat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Gly Ser Ser Gly Asp lie Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 2 5 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Cly Glu Pro Ala Ser lie Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aat tat ttq qat tqq tat ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct eta caq etc ctq ate tat ttq qqc tct aat cqq qcc 240 
Pro Gly Gin Ser Leu Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc ccn qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Xaa Asp Arq Phe Ser Cly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qtt qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys lie Ser Arq Val Glu Val Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct tta caa act cca ttc act ttc qqc cct qaq acc aaa 384 
Cvs Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Glu Thr Lys 

115 120 125 

qtq qat ttc aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 
165 170 175 



aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 
180 185 190 



576 



C37) »BH 2000-80100 

71 72 
aqc aaq qac aqc acc tac age etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

qca qac tac qaq aaa cac aaa qtt tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys Wis Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqt tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Glv Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 240 

<21Q> 8 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not yet been determined 
and is possibly either one of lie, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (84) 

<223> This amino acid has not yet been determined 

and is possibly Pro. 
<400> 8 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

1 5 10 15 

Gly Ser Ser Gly Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Leu Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Xaa Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Fhe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Val Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Glu Thr Lys 

115 120 125 

Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 
130 135 140 



OS) t$ea 2000-80100 

73 74 
Pro Ser Asp Glu Gin Leu Lys Ser Cly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Clu Ala Lys Val Cln Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Cln Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

ISO 135 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys ttis Lvs Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 9 
<211> 720 
<212> ONA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_recnon 
<222> (61).. (397) 
<220> 

<221> C_reqion 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (230) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (252) 

<223> This base has not yet been determined. The codon 
containing this base hiqhly possibly encodes Pro. 

<220> 

<221> unsure 
<222> (349) 

<223> This base has not yet been determined. The codon 

containing this base either one of Leu, lie or 

Val . 
<400> 9 

atq aqq etc cct get caq etc ctg qqq ctq eta atq etc tqq qtc tct 48 
Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqa tec aqt qqq gat att qtq atq act caq tct cca etc tec ctq ccc 96 



(39) &M 2000-80 100 

75 76 
Cly Ser Ser Gly Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cvs Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat agt aat qqa aac aat tat ttq qat tqq tat ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct eta caq etc ctq ate tat ttq qqc tnt aat cqq qcc 240 
Pro Gly Gin Ser Leu Gin Leu Leu He Tyr Leu Gly Xaa Asn Arq Ala 
65 70 75 80 

tec qqq qtc ccn qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Glv Val Xaa Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qtt qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Val Clu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct nta caa act cca ttc act ttc qqc cct qaq acc aaa 384 
Cys Met Gin Ala Xaa Gin Thr Pro Phe Thr Ftie Gly Pro Glu Thr Lys 

115 120 125 

qtq qat ttc aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 . 

qca qac tac qaq aaa cac aaa qtc tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys Wis Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 10 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (77) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, Tyr 



(40) &M 2000-80 100 

77 78 
or Cys. 

<220> 

<221> unsure 
<222> (34) 

<223> This amino acid has not yet been determined 
and is possibly Pro. 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 

and is possibly either one of Leu, lie 

or Val . 
<400> 10 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

l 5 10 ,15 

Gly Ser Ser Gly Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Leu Gin Leu Leu lie Tyr Leu Gly Xaa Asn Arq Ala 
65 70 75 80 

Ser Gly Val Xaa Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Val Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Xaa Gin Thr Pro Phe Thr Fhe Gly Pro Glu Thr Lys 

115 120 125 

Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 150 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Cly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys ttis Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 

<210> 11 
<2U> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 



(41) 2000-80 100 

79 80 

<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_ reckon 
<222> (61).. (397) 
<220> 

<221> C_req1on 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (74) 

<223> This base has not vet been determined. The codon 
containinq this base encodes either one of lie, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (SO) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (349) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Leu ( 
He or Val. 

<220> 

<221> unsure 
<222> (437) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<22l> unsure 
<222> (648) 

<223> This base has not yet been determined. The codon 
containinq this base hiqhly possibly encodes Val. 
<400> n 

atq aqq etc cct qct caq etc ctq qqq ctq eta atq etc tqq qtc tct 48 
Met Arq Leu Pro Ala an Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

1.5 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Gly Ser Ser Cly Asp lie Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc act cct qqa qaq ccq qcc tec ate tec tgc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aac tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Ser Asn Cly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 



(42) 2000-80 100 

31 82 
50 55 60 

cca qqq caq tct cca caq ttc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Civ Gin Ser Pro Gin Phe Leu lie Tyr Leu Glv Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc apt qqa tea qqc aca qat ttt 288 
Ser Civ Val Pro Asp Arq Phe Ser Cly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lvs lie Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 
100 105 110 

tqc atq caa qct nta caa att cca ttc act ttc qqc cct qqq ace aaa 384 
Cvs Met Gin Ala Xaa Gin He Pro Phe Thr Phe Glv Pro Gly Thr Lvs 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp lie Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

cca tnt qat qaq caq ttq -aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Xaa Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
14 5 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Cly Asn Ser Gin CTu Ser Val Thr Glu Gin Asp 

ISO 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtn tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 12 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not yet been determined 
and is possibly either one of He, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 



(43) %$m 2000-80 100 

33 84 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 
and is possibly either one of Leu, He 
or Val . 

<220> 

<221> unsure 
<222> (146) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (216) 

<223> This amino acid has not yet been determined 

and is possibly Val . 
<40O> 12 

Met Arq Leu Pro Ala Cln Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

Cly Ser Ser Gly Asp lie Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Cly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Pro Gin Phe Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys lie Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 no 

Cys Met Gin Ala Xaa Gin lie Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Xaa Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cys Glu Val Thr His Qn 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 13 



(44) ftpfl 2000-80100 

35 86 
<2 11> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1) ..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<22l> V_reqion 
<222> (61).. (397) 
<22Q> 

<221> C.reqion 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (465) 

<223> This base has not vet been determined. The codon 
containinq this base hiqhly possibly encodes Ala. 
<400> 13 

atq aqq etc cct qct caq etc ctq qqq ctq eta atq etc tqq qtc tct 48 
Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqt tec aqt qqq qat att qtq atq act caq tec cca etc tec ctq ccc 96 
Gly Ser Ser Gly Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqq aat aac tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqq qtq qaq qct qaq qat qtq qqq att tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly He Tyr Tyr 

100 105 110 

tqc atq caa qct eta caa act cca ttc act ttc qqc cct qqq acc aaa 384 
Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Fhe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcn tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Xaa Ser Val Val Cys Leu 



C45) flFBH2 0 0 0 - 80 1 00 

37 83 
145 150 155 150 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtc tac qcc tqc qaa qtc acc cat caq 672 

Ala Asp Tvr Glu Lvs His Lvs Val Tyr Ala Cys Glu Val Thr His Gin 
210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 

22 5 230 235 240 

<210> 14 

<211> 239 

<212> PRT 

<213> Homo sapiens 

<220> 

<221> unsure 
<222> (155) 

<223> This amino acid has not yet been determined 

and is possibly Ala. 
<40Q> 14 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

Gly Ser Ser Gly Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 
50 55 60 



Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Fhe 

85 90 95 

Thr Leu Lvs He Ser Arq Val Glu Ala Glu Asp Val Gly He Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

US 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Xaa Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 
165 170 175 



(46) 2000-80100 
S9 90 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

ISO 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp'Tvr Glu Lvs His Lvs Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 15 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_region 
<222> (61).. (397) 
<220> 

<221> C_recjion 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (14) 

<223> This base has rot vet been determined. The codon 
containing this base encodes either one of Val, 
Ala, Asp or Gly. 

<220> 

<221> unsure 
<222> (39) 

<223> This base has not yet been determined. The codon 
containing this base hiqhly possibly encodes Leu. 

<220> 

<221> unsure 
<222> (74) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of lie, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) - 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (64$) 



(47) ftffl 2000-80 100 

91 92 

<223> This base has not yet been determined. The codon 
containing this base hiqhlv possibly encodes Val . 

<400> 15 

atq aqq etc cct qnt caq etc ctq qqq ctq eta atq ctn tqq qtc tct 48 
Met Arq Leu Pro Xaa Gin Leu Leu Gly Leu Leu Met Xaa Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Gly Ser Ser Gly Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctt cat aqt aat qqa tac aac tat ttq qat tqq ttc ctq caq aaq 192 
Leu Leu His Ser Asn Gly Tyr Asn Tyr Leu Asp Trp Phe Leu Gin Lvs 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Gly Gin Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 -70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

ioo 105 no 

tqc atq caa qct eta caa act cca ttc act ttc qqc cct qqq acc aaa 384 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 

145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtn tac qcc tqc qaa qtc acc cat caq 672 

Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tgt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 16 



C4S) ^^2000-80100 
93 94 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (5) 

<223> This amino acid has not vet been determined 
and is possibly either one of Val , Ala, 
Asp or Gly. 

<220> 

<220> unsure 
<222> (13) 

<223> This amino acid has not vet been determined 
and is possibly Leu. 

<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not vet been determined 
and is possibly either one of lie, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (216) 

<223> This amino acid has not yet been determined 

and is possibly Val . 
<400> 16 

Met Arq Leu Pro Xaa Gin Leu Leu Gly Leu Leu Met Xaa Trp Val Ser 

15 10 15 

Gly Ser Ser Cly Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Cly Tyr Asn Tyr Leu Asp Trp Phe Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Fhe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp lie Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 
130 135 140 



(49) ftm 2000-80 100 

95 96 
Pro Ser Asp Glu Gin Leu Lys Ser Glv Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

ISO 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

Ala Asp Tvr Glu Lys His Lvs Xaa Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lvs Ser Phe Asn Arq Gly Glu Cvs 
225 230 235 

<210> 17 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_reqnon 
<222> (61).. (397) 
<220> 

<221> V_ region 
<222> (398).. (717) 

<220> 

<221> unsure 
<222> (7) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Leu, lie or Val . 

<220> 

<221> unsure 
<222> (11) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Leu, 
Pro, His or Arq. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (349) 

<223> This base has not vet been determined. The codon 



(50) *9W! 2000-80100 

97 9S 
containing this base encodes either one of Leu, 
He or Val. 
<400> 17 

atq aqq ntc cnt qct caq etc ctq qqq ctq eta atq ttc tqq qtc tct 48 
Met Arq Xaa Xaa Ala Cln Leu Leu Gly Leu Leu Met Phe Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtq atq act caq tnt cca etc tec ctq ccc 96 
Civ Ser Ser Glv Asp lie Val Met Thr Gin Xaa Pro Leu Ser Leu Pro 

20. 25 30 

qtc acc cct qqa qaq ccq qcc tec att tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Glv Glu Pro Ala Ser He Ser Cvs Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aac tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Ser As n Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq ttc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Glv Gin Ser Pro Gin Phe Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct nta caa act cca ttc act ttc qqc cct qqq acc aaa 384 
Cys Met Gin Ala Xaa Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Glv Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tvr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtc tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 240 

<210> 18 
<211> 239 



(51) ^§32 0 00 - 80 1 0 0 

99 100 
<212> PRT 
<213> Homo sapiens 

<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not yet been detenmined 
and is possiblv either one of Phe. Leu, 
lie or Val . 

<220> 

<221> unsure 
<222> (4) 

<223> This amino acid has not vet been determined 
and is possibly either one of Leu, Pro, 
His or Arq. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possiblv either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 

and is possibly either one of Leu, lie 

or Val . 
<400> 18 

Met Arq Xaa Xaa Ala Gin Leu 

1 5 
Gly Ser Ser Gly Asp He Val 
20 

Val Thr Pro Gly Glu Pro Ala 
35 

Leu Leu His Ser Asn Gly Asn 
50 55 
Pro Gly Gin Ser Pro Gin Phe 
65 70 
Ser Gly Val Pro Asp Arq Phe 
85 

Thr Leu Lys lie Ser Arq Val 
100 

Cys Met Gin Ala Xaa Gin Thr 
115 

Val Asp He Lys Arq Thr Val 
130 135 
Pro Ser Asp Glu Gin Leu Lys 
145 150 
Leu Asn Asn Phe Tyr Pro Arq 
165 

Asn Ala Leu Gin Ser Gly Asn 



Leu Gly Leu Leu Met Phe Trp Val Ser 

10 15 
Met Thr Gin Xaa Pro Leu Ser Leu Pro 

25 30 
Ser lie Ser Cys Arq Ser Ser Gin Ser 

40 45 
Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 
60 

Leu He Tyr Leu Gly Ser Asn Arq Ala 
75 80 
Ser Gly Ser Gly Ser Gly Thr Asp Phe 

90 95 
Glu Ala Glu Asp Val Gly Val Tyr Tyr 

105 110 
Pro Phe Thr Fhe Gly Pro Gly Thr Lys 
120 125 
Ala Ala Pro Ser Val Phe He Phe Pro 
140 

Ser Gly Thr Ala Ser Val Val Cys Leu 
155 160 
Glu Ala Lys Val Gin Trp Lys Val Asp 

170 175 
Ser Gin Glu Ser Val Thr Clu Gin Asp 



C52) #§820 00 - 80 1 0 0 

101 102 
ISO 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

Ala Asp Tyr Glu Lys His Lvs Val Tyr Ala Cvs Clu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lvs Ser Phe Asn Arg Gly Glu Cys 
225- 230 235 

<210> 19 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> COS 
<222> (1)..(720) 
<220> 

<221> siQ_peptide 
<222> (1)..(60) 
<220> 

<221> V_recnon 
<222> (61).. (397) 
<220> 

<221> C_reqion 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (74) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of lie, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (637) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Gin, 
Lys or Glu. 

<220> 

<221> unsure 
<222> (643) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Gin, 
Lys or Glu. 

<220> 

<221> unsure 
<222> (657) 



(53) nmzooo -so 100 

103 104 
<223> This base has not yet been determined. The codon 
cintaininq this base encodes Cvs or Trp. 

<220> 

<221> unsure 
<222> (659) 

<223> This base has not yet been determined. The codon 
containinq this base either one of Val , Ala, Clu 
or Gly. 

<220> 

<221> unsure 
<222> (665) 

<223> This base has rot yet been determined. The codon 

containinq this base encodes either one of He, 

Thr t Asn or Ser. 
<40O> 19 

atq aqq etc cct qct caq etc ctq qqq ctq eta atq etc tqq qtc tct 43 
Met Arq Leu Pro Ala Gin Leu Leu Cly Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Gly Ser Ser Gly Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq aat aqt aat qqa tac aac tat ttc qat tqq tac ctq caq aaq 192 
Leu Leu Asn Ser Asn Gly Tyr Asn Tyr Phe Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Glv Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Cly Val Tyr Tyr 

100 105 110 

tqc atq caa act eta caa act cca ttc act ttc qqc cct qqq acc aaa 384 
Cys Met Gin Thr Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq. tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Cly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 



(54) 2000-80 100 

105 106 
130 185 190 

aac aaq qac aqc acc tac aqc etc aqc age acc ctq acq qtq aqc aaa 624 
Asn Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Val Ser Lvs 

195 200 205 

gca qaa tac qaq naa cac naa qtt tac qcc tqn qna qtc anc cat caq 672 
Ala Glu Tyr Clu Xaa His Xaa Val Tyr Ala Xaa Xaa Val Xaa His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 240 

<210> 20 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not yet been determined 
and is possibly either one of He, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (213) 

<223> This amino acid has not yet been determined 
and is possibly either one of Gin, Lys 
or Glu. 

<220> 

<221> unsure 
<222> (215) 

<223> This amino acid has not yet been determined 
and is possibly either one of Gin, Lys 
or Glu. 

<220> 

<221> unsure 
<222> (219) 

<223> This amino acid has not yet been determined 
and is possibly Cys or Trp. 

<220> 

<221> unsure 
<222> (220) 

<223> This amino acid has not yet been determined 
and is possibly either one of Val, Ala, 
Clu or Gly. 

<220> 



C55) •mm 2000-80100 

107 108 
<221> unsure 
<222> (222) 

<223> This amino acid has not yet been determined 

and is possibly either one of lie, Thr, 

Asn or Ser. 
<400> 20 

Met Arq Leu Pro Ala Gin Leu Leu Cly Leu Leu Met Leu Trp Val Ser 

1 5 10- 15 

Gly Ser Ser Gly Asp lie Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cvs Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu Asn Ser Asn Gly Tyr Asn Tyr Phe Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 no 

Cys Met Gin- Thr Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp lie Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 
130 135 140 



Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Asn Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Val Ser Lys 

195 200 205 

Ala Glu Tyr Glu Xaa His Xaa Val Tyr Ala Xaa Xaa Val Xaa His Gin 

210 215 220 

Gly Leu Ser Ser Pro' Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 21 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_pepticte 
<222> (1)..(60) 
<220> 

<221> V_region 
<222> (61).. (397) 



(56) 

109 

<220> 

<221> C_region 
<222> (39S)..(717) 
<220> 

<221> unsure 
<222> (1)..(2) 

<223> These bases have not vet been determined. The 
codon containi nq these bases hiqhlv possibly 
encodes Met. 

<220> 

<221> unsure 
<222> (7) 

<223> This base has not vet been determined. The codon 
containinq this base encodes either one of Phe, 
Leu , He or Val . 

<220> 

<221> unsure 
<222> (11).. (12) 

<223> These bases have not yet been determined. The 

codon containinq these bases encodes either one of 
Leu t Pro, His, Cln or Arq. 

<22Q> 

<221> unsure 
<222> (14) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Val, 
Ala, Asp or Gly. 

<22Q> 

<221> unsure 
<222> (31) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either Leu, He or 
Val. 

<220> 

<221> unsure 
<222> (47) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (74) . 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of He, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 



&m2 0 0 0-80100 
110 



(57) Wm2 000-80100 

m 112 
Ser, Tyr or Cvs. 

<220> 

<221> unsure 
<222> (37) 

<223> This base has not vet been determined. The codon 
containing this base hiqhly possibly encodes Leu. 

<220> 

<221> unsure 
<222> (38) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Leu , He or Val . 

<22Q> 

<221> unsure 
<222> (349) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Leu, 
lie or Val . 



<220> 

<221> unsure 
<222> (648) 

<223> This base has not yet been determined. The codon 
containinq this base hiqhly possibly encodes Val. 

<220> 

<221> unsure 
<222> (693) 

<223> This base has not yet been determined. The codon 
containinq this base hiqhly possibly encodes Thr. 
<40O> 21 

nnq aqq ntc cnn qnt caq etc ctq qqq ctq nta atq etc tqq qtc tnt 48 
Xaa Arq Xaa Xaa Xaa Gin Leu Leu Gly Leu Xaa Met Leu Trp Val Xaa 

15 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca ctn ntc ctq ccc 96 
Gly Ser Ser Gly Asp He Val Met Xaa Gin Xaa Pro Xaa Xaa Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqt aqq tct qqt caq cqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Gly Cln Arq 

35 40 45 

etc ctq cat aqa aat qqa aac acc tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Arq Asn Gly Asn Thr Tyr Leu Asp Trp Tyr Leu Gin Lys 
50 55 60 

cca qqq caq tec cca caq etc ctq ate tat ttq qqt tct qat cqq qcc 240 

Pro Gly Gin Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asp Arq Ala 

65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttc 288 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 



(53) ^^2000-80 100 

113 114 
Thr Leu Lys lie Ser Arg Val Glu Ala Clu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct nta caa att cca ttc act ttc qgc cct qqq acc aaa 384 
Cvs Met Gin Ala Xaa Gin He Pro Phe Thr Fhe Gly Pro Gly Thr Lys 

115 120 125 

gtq qat ate aaa cpa act gtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tac ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat.ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 523 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lvs Val Gin Trp Lvs Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 135 190 

aqc aaq qac age acc tac aqc etc aqc age acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtn tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys ttis Lys Xaa Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

gqc ctq aqc tcq ccc qtc acn aaq aqc ttc aac aqg qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Xaa Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 22 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (1) 

<223> This amino acid has not yet been determined 
and is possibly Met. 

<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, 
He or Val . 

<220> 

<221> unsure 
<222> (4) 

<223> This amino acid has not yet been determined 
and is possibly either one of Leu, Pro, 
His, Gin or Arq. 

<220> 

<221> unsure 
<222> (5) 



(59) 

115 

<223> This amino acid has not yet been determined 
and is possibly either one of Val , Ala, 
Asp or Cly. 

<220> 

<221> unsure 
<222> (li) 

<223> This amino acid has not yet been determined 
and is possibly either one of Leu, lie 
or Val . 

<220> 

<221> unsure 
<222> (16) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not yet been determined 
and is possibly either one of He, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (29) 

<223> This amino acid has not yet been determined 
and is possibly Leu. 

<220> 

<221> unsure 
<222> (30) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, 
He or Val . 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 
and is possibly either one of Leu, lie 
or val. 

<220> 

<221> unsure 
<222> (216) 

<223> This amino acid has not yet been determined 
and is possibly Val . 

<220> 



&M 2000-80 100 
116 



(60) ftffl 2000-80100 

117 US 
<221> unsure 
<222> (231) 

<223> This amino acid has not vet been determined 

and is possibly Thr. 
<400> 22 

Xaa Arq Xaa Xaa Xaa Gin Leu Leu Glv Leu Xaa Met Leu Trp Val Xaa 

15 10 15 

Gly Ser Ser Glv Asp He Val Met Xaa Gin Xaa Pro Xaa Xaa Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cvs Arq Ser Glv Gin Arq 

35 40 . 45 

Leu Leu His Arq Asn Glv Asn Thr Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Glv Gin Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asp Arq Ala 
65 70 75 SO 

Ser Glv Val Pro Asp Arq Phe Ser Gly Ser Gly Ser .Gly Thr Asp Fhe 

35 90 95 

Thr Leu Lvs He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Xaa Gin He Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Ttir Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 
180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cvs Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Xaa Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 

<210> 23 
<211> 429 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> siqLpeptide 
<222> CO.. (573 
<220> 

<221> V_reqion 
<222> (58).. (429) 
<220> 



(61) ^^2000-80100 
U9 120 
<221> N_ region 
<222> (352).. (354) 
<220> 

<221> N_reqion 
<222> (370).. (373) 
<400> 23 

atq qaa ttt qqq ctq aqc tqq qtt ttc etc qtt get ctt tta aqa qqt 48 
Ntet Clu Phe Cly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Civ 

1 5 10 15 

cite caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cvs Gin Val Gin Leu Val Clu Ser Glv Gly Cly Val Val Gin 

20 25 30 

cct qqq qqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Glv Cly Ser Leu Arq Leu Ser Cvs Ala Ala Ser Glv Phe Thr Fhe 

35 40 45 

aqt acc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tvr Civ Met His Trp Val Arq Gin Ala Pro Cly Lys Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq ttt qat qqa aqt cat aaa tac tat qca 240 
Clu Trp Val Ala Val He Trp Phe Asp Gly Ser His Lys Tyr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct ata 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala He 

100 105 110 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 24 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<40O> 24 

Met Glu Phe Cly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Cln Val Cln Leu Val Glu Ser Glv Glv Gly Val Val Gin 

-20 25 30 

Pro Gly Glv Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Thr Tyr Cly Met His Trp Val Arq Gin Ala Pro Gly Lys Cly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Phe Asp Gly Ser His Lys Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 
85 90 95 



(62) W8B 2000-80 100 

121 122 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala lie 

100 105 110 

Tvr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 25 
<211> 429 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(429) 



<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_region 
<222> (58). .(429) 
<220> 

<221> N_reqion 
<222> (352).. (354) 
<220> 

<221> N_region 
<222> (370).. (373) 
<400> 25 

atq qaq ttt qqq ctq aqc tqq qtt ttc etc qtt get ctt tta aqa qqt 48 
Met. Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

qtc cap tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 
35 40 45 



aqt aqc 
Ser Ser 
50 

qaa tqq 
Glu Trp 

65 

qac tec 
Asp Ser 



tat qqc atq 
Tyr Gly Met 

qtq qca qtt 
Val Ala val 



cac tqq qtc 
His Trp Val 
55 

ata tqq ttt 
He Trp Phe 
70 

cqa ttc acc 
Arq Phe Thr 



qtq aaq qqc 
Val Lys Gly 
85 

acq ctq tat ctq caa atq aac aqc 
Thr Leu Tyr Leu Gin Met Asn Ser 
100 

tat tac tqt qcq aqa cac aqc aqt 



cqc caq 
Arq Gin 

qat qqa 
Asp Gly 

ate tec 
lie Ser 
90 

ctq aqa 
Leu Arq 
105 

qqc tqq 



get cca 
Ala Pro 
60 

aqt aaq 
Ser Lys 

75 
aqa qac 
Arq Asp 

qcc qaq 
Ala Glu 

tac qaq 



qqc aaq qqq ctq 
Gly Lys Gly Leu 

aaa tac tat qca 
Lys Tyr Tyr Ala 
80 

aat tea aaq aac 
Asn Ser Lys Asn 
95 

qac acq get qtq 
Asp Thr Ala Val 
110 

qac tac tac tac 



192 



240 



288 



336 



384 



(63) ^^2000-80 100 

123 124 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Clu Asp Tyr Tyr Tyr 

115 120 125 

qqt acq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 26 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 26 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Ser Tyr Gly Met Kis Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Phe Asp Gly Ser Lys Lys Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Arq Kis Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 12 5 

Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 27 
<211> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> . 

<221> si q_pepti de 
<222> (1)..(57) 
<220> 

<221> V_recpon 
<222> (58).. (429) 
<220> 

<221> N_recnon 
<222> (352).. (354) 
<220> 

<221> N_region 
<222> (370).. (373) 
<220> 

<221> unsure 
<222> (1)..(2) 



(64) f$H| 2000-80100 

125 126 
<22 3> These bases have not vet been determined. The codon 
containinq these bases hiqhly possibly encodes 

Met . ' 

<220> 

<221> unsure 
<222> (7).. (9) 

<223> These bases have not vet been determined. 
<220> 

<221> unsure 
<222> (14) 

<223> This base has not vet been determined. The codon 
containinq this base encodes either one of Met, 
Thr, Lvs or Arq. 

<220> 

<221> unsure 
<222> (18) 

<223> This base has not vet been determined. The codon 
containinq this base encodes Ser or Arq. 

<220> 

<22X> unsure 
<222> (28) 

<223> This base has not vet been determined. The codon 
containinq this base encodes either Phe, Leu, He 
or Val . 

<220> 

<221> unsure 
<222> (32) 

<223> This base has not yet been determined. The codon 

containinq this base encodes either one of Val.Ala, 

Asp or G"Iy. 
<40O> 27 

nnq qaq nnn qgq anq aqn tqq qtc ttc ntc ojit qct eta aqa aqa qqt 48 
Xaa Glu Xaa Gly Xaa Xaa Trp Val Phe Xaa Xaa Ala Leu Arq Arq Gly 

1 5 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt acc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt aat caa tac tat- qca 240 
Glu Trp Val Ala Val lie Trp Tyr Asp Gly Ser Asn Gin Tyr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 
85 90 95 



(65) &m 2000-80100 

127 123 
acq ctq tat eta caa atq aac aqa ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tvr Leu Gin Met Asn Arq Leu Arq Ala Glu Asp Thr Ala Val 

ioo 105 no 

tat tac tqt acq aqa cat aqc aqt qqc tqa tac qaq qac tac tac tac 384 
Tvr Tvr Cvs Ala Arq His Ser Ser Glv Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Glv Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 28 
<211> 143 
<212> PRT 

<213> Homo sapiens 

<220> 

<221> unsure 
<222> (1) 

<223> This amino acid has not vet been determined 
and is possibly Met. 

<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not vet been determined. 

<220> 

<221> unsure 
<222> (5) 

<223> This amino acid has not yet been determined 
and is possibly either one of Met, Thr, Lvs 
or Arq. 

<220> 

<221> unsure 
<222> (6) 

<223> This amino acid has not vet been determined 
and is possibly Ser or Arq. 

<220> 

<221> unsure 
<222> (10) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, lie 
or Val . 

<220> 

<221> unsure 
<222> (11) 

<223> This amino acid has not vet been determined 

and is possibly either one of Val , Asp, Arq 

or Gly. 
<400> 28 

Xaa Glu Xaa Gly Xaa Xaa Trp Val Phe Xaa Xaa Ala Leu Arq Arq Gly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 
20 25 30 



(66) 2000-80 100 

129 130 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Fhe 

35 40 45 

Ser Thr Tvr Gly Met His Trp Val Arq Gin Ala Pro Gly Lvs Gly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Tvr Asp Gly Ser Asn Gin Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tvr Leu Gin Met Asn Arq Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tvr Tvr Cvs Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 29 
<211> 429 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> sicL_peptide 
<222> (1)..(57) 
<220> 

<221> V_reqion 
<222> (58).. (429) 
<220> 

<221> N_ region 
<222> (352).. (354) 
<220> 

<221> N_recn'on 
<222> (370).. (373) 
<220> 

<221> unsure 
<222> (7).. (9) 

<223> These bases have not vet been determined. 

<220> 

<221> unsure 
<222> (22) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Leu, lie or Val . 

<220> 

<221> unsure 
<222> (32) 

<223> This base has not yet been determined. The codon 

containinq this base encodes either one of Val, 

Ala, Asp or Gly. 
<400> 29 



C67) ftffi 2000-80100 

131 132 
atq qag nnn qgq agq age tqg ntc ttc qtc qnt qct eta aqa aqa qqt 48 
Met Glu Xaa Gly Arq Ser Trp Xaa Phe Val Xaa Ala Leu Arq Arq Gly 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc atq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 
35 40 45 



aqt acc tat qqc atq cac tqq qtc cqc caq qct cca 
Ser Thr Tyr Gly Met Wis Trp Val Arq Gin Ala Pro 
50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aQt aat 
Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser Asn 

65 70 75 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp 

85 90 
acq ctq tat ctq caa atq aac aqa ctq aqa ore qaq 
Thr Leu Tyr Leu Gin Met Asn Arq Leu Arq Ala Glu 

100 105 
tat tac tqt qcq aqa cat aqc aqt qqc tqq tac qaq 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu 

115 120 
qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr 
130 135 140 

<210> 30 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not yet been determined. 
<220> 

<221> unsure 
<222> (8) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, 
lie or Val. 

<220> 

<221> unsure 
<222> (11) 

<223> This amino acid has not yet been determined 
and is possibly either one of Val , Ala, 
Asp or Gly. 

<400> 30 

Met Glu Xaa Gly Arq Ser Trp Xaa Phe Val Xaa Ala Leu Arq Arq Gly 



qqc aaq qqq ctq 192 
Gly Lys Gly Leu 

caa tac tat qca 240 
Gin Tyr Tyr Ala 
SO 

aat tec aaq aac 288 
Asn Ser Lys Asn 
95 

qac acq qct qtq 336 
Asp Thr Ala Val 
110 

qac tac tac tac 384 
Asp Tyr Tyr Tyr 
125 

qtc tec tea 429 
Val Ser Ser 



(68) &gfl 2000-80100 

133 134 
15 10 15 

Val Gin Cys Gin Val Gin Leu Val Clu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Fhe 

35 40 45 

Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lvs Gly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Tvr Asp Gly Ser Asn Gin Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Arq Leu Arq Ala Glu Asp Thr Ala Val 

100 105 U0 

Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 31 
<211> 429 
<212> DMA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(429) 



<220> 

<221> siq_peptide 
<222> CD.- (57) 
<220> 

<221> V_reqion 
<222> (58).. (429) 
<220> 

<221> N_region 
<222> (352).. (354) 
<220> 

<221> N_recpon 
<222> (370).. (373) 
<40O> 31 

atq qaq ttt qqq ctq age tqq qtt ttc etc qtt qct ctt tta aqa qqt 48 
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

qtc caq tqt caq qtq caq ttq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca acq tct qqa ttc acc ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Thr Ser Gly Phe Thr Phe 
35 40 45 



aqt qac tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Asp Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 



C69) 2000-80100 
135 136 
50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqc cat aaa ttc tat oca 240 
Glu Trp Val Ala Val He Trp Tvr Asp Civ Ser His Lys Phe Tvr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 2 88 
Asp Ser Val Lys Cly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aga qcc qaq qac acq qct qtq 336 
Thr Leu Tvr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 HO 

tat tat tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tvr Tvr Cvs Ala Arq His Ser Ser Glv Trp Tvr Glu Asp Tvr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc cca qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Pro Cly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 32 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<40O> 32 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Cly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Thr Ser Gly Phe Thr Phe 

35 40 45 

Ser Asp Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser His Lys Phe Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Cly Trp Tyr Clu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Gly Pro Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 33 
<211> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> siq_peptide 
<222> (D..C57) 
<220> 



(70) 2000-80 100 

137 138 
<221> V_ region 
<222> (58). .(429) 
<220> 

<221> N_reqrion 
<222> (352).. (354) 

<220> 

<221> N_reqion 
<222> (370).. (373) 
<400> 33 

atq qaq ttt qqq ctq aqc tqq qtt ttc etc qtt qct ctt tta aqa qqt 48 
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqg tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt acc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt tat aaa tac tat qca 240 
Glu Trp Val Ala Val lie Trp Tyr Asp Gly Ser Tyr Lys Tyr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Glv Trp Tyr Glu Asp Tyr Tyr Tyr 

115 . 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 34 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 34 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

1 5 10 15 

Val Gin Cys Gin Val On Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Tyr Asp Gly Ser Tyr Lys Tyr Tyr Ala 



C71) 0 0 0 - 80 1 0 0 

139 140 
65 70 75 SO 

Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

35 90 95 

Thr Leu Tvr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 no 

Tvr Tvr Cvs Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 35 
<2ll> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_recpon 
<222> (58).. (429) 
<220> 

<221> N_reqioo 
<222> (352). .(354) 
<220> 

<221> N_reqion 
<222> (370).. (373) 
<400> 35 

atq qaq ttt qqq ctq aqc tqq qtt ttc etc qtt qct ctt tta aga qqt 48 
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt aqc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Ser Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt tat aaa ate tat qca 240 
Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser Tyr Lys He Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq aat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Asn Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 
100 105 110 



C72) ftffl 2000-80100 

141 142 
tat tat tqt qcq aga cac ape agt qqc tqq tat gag qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Cly Trp Tyr Clu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Cly Met Asp Val Trp Cly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 36 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 36 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Cly 

15 10 15 

Val Gin Cvs Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Ser Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser Tyr Lys lie Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Tnr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Asn Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 37 
<211> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_reqion 
<222> (58).. (429) 
<220> 

<22l> N_region 
<222> (352).. (354) 
<220> 

<221> N_ region 
<222> (370).. (373) 
<400> 37 

atq qaa ttt qqq ctq age tqq qtt ttc etc qtt qct ctt tta aqa qqt 48 



C73) fc?g3 2 000-80100 

143 144 
Met Clu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq qqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Glv Gly Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt acc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq ttt qat qqa aqt cat aaa tac tat qca 240 
Glu Trp Val Ala Val lie Trp Phe Asp Glv Ser His Lys Tyr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa^ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct ata 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala lie 

100 105 no 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Glv Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 38 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 38 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

1 5 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Gly Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Phe Asp Gly Ser His Lys Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala lie 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Cly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

. 130 135 140 

<210> 39 



(74) 0 0 0 - 8 0 100 

145 146 
<2U> 417 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(417) 
<220> 

<221> siq_peptide 
<222> CD..C57D 
<220> 

<221> V_ region 
<222> (58).. (417) 
<220> 

<221> N_reqion 
<222> (348).. (349) 
<220> 

<221> N_reqion 
<222> (357) 
<220> 

<221> unsure 
<222> (231) 

<223> This base has not vet been determined. The codon 
containing this base hiqhly possibly encodes Tyr. 
<400> 39 

atq aaa cat ctq tqq ttc ttc ctt etc ctq qtq qca qct ccc aqa tqq 48 
Met Lvs His Leu Trp Fhe Phe Leu Leu Leu Val Ala Ala Pro Arq Trp 

1 5 10 15 

qtc ctq tec caq qtq caq ctq caq qaq tcq qac cca qqa ctq qtq aaq 96 
Val Leu Ser Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Lys 

20 25 30 

cct tcq qaq acc ctq tec etc ace tqc act qtc tct qqt qqc tec ate 144 
Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser He 

35 40 45 

aqt aqt tac tac tqq age tqq ate cqq caq ccc cca qqq aaq qqa ctq 192 
Ser Ser Tyr Tyr Trp Ser Trp He Arq Gin Pro Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq att qqq tat ate tat tac aqt qqq aqc acc aan tac aac ccc 240 
Glu Trp lie Gly Tyr He Tyr Tyr Ser Gly Ser Thr Xaa Tyr Asn. Pro 
65 70 75 80 

tec etc aaq aqt cqa qtc acc ata tea qtq qac acq tec aaq aac caq 288 
Ser Leu Lys Ser Arq Val Thr lie Ser Val Asp Thr Ser Lys Asn Gin 
85 90 95 

ttc tec ctq aaq ctq aqc tct qtq acc qct qcq qac acq qcc qtt tat 336 
Fhe Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr 

100 105 110 

tac tqt qcq aqc qca qta acc tac tac tac tac tac qqt ttq qac qtc 384 
Tyr Cys Ala Ser Ala Val Thr Tyr Tyr Tyr Tyr Tyr Gly Leu Asp Val 

115 120 125 

tqq qqc caa qqq acc acq qtc acc qtc tec tea 417 



(75) ^2000-80100 
147 14S 
Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 
<210> 40 
<211> 139 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (77) 

<223> This amino acid has not yet been determined 

and is possibly Tyr. 
<400> 40 

Met Lys His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala Pro Arq Trp 

15 10 15 

Val Leu Ser Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Lys 

20 25 30 

Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser He 

35 40 45 

Ser Ser Tyr Tyr Trp Ser Trp He Arq Gin Pro Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp He Gly Tyr He Tyr Tyr Ser Civ Ser Thr Xaa Tyr Asn Pro 
65 70 75 80 

Ser Leu Lys Ser Arq Val Thr He Ser Val Asp Thr Ser Lys Asn Gin 

85 90 95 

Phe Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr 

100 105 110 

Tyr Cvs Ala Ser Ala Val Thr Tyr Tyr Tyr Tyr Tyr Gly Leu Asp Val 

115 120 125 

Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 
<210> 41 
<2U> 429 
<212> DMA 
<213> Homo sapiens 



<220> 

<221> CDS 

<222> (1)..(429) 

<220> 

<221> siq_peptide 
<222> (1).. (573 
<220> 

<221> V_ region 
<222> (58).. (429) 
<220> 

<221> N_reqioh 
<222> (352).. (354) 
<220> 

<221> N_region 
<222> (370).. (373) 



(76) ftffi 2000-80 100 

149 150 
<40Q> 41 

atq qaq ttt qqq ctq aqc tqq qtt ttc etc qtt qct ctt tta aqa qqt 48 
Met Clu Phe Cly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Civ 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cvs Gin Val Gin Leu Val Glu Ser Gly Gly Cly Val Val Gin 
20 25 30 



cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt aqc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 

Ser Ser Tvr Cly Met His Top Val Arq Gin Ala Pro Gly Lys Cly Leu 

50 55 60 

qaq tqq qtq qca qtt at a tqq tat qat qqa aqt aat aaa tac tat qta 240 

Clu Trp Val Ala Val He Trp Tyr Asp Gly Ser Asn Lys Tyr Tyr Val 

65 70 75 30 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 

Thr Leu Tyr Leu Cln Met Asn Ser Leu Arq Ala Clu Asp Thr Ala Val 

ioo 105 no 

tat tac tqt qcq aqa cac age aqt qqc tgq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Cly Met Asp Val Trp Cly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 42 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 42 

Met Glu Phe Cly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Cly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Ser Tyr Cly Met His Trp Val Arq Cln Ala Pro Gly Lvs Gly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser Asn Lys Tyr Tyr Val 
65 70 75 80 

Asp Ser Val Lys Cly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 
115 120 125 



C77) 



151 



0 0 0 

152 



8 0 10 0 



Cly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 43 
<211> 27 

<2i2> cm 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Artifici ally 
synthesized adaptor sequence 

<220> 

<221> misc_difference 
<222> (1) . .(27) 
<40O> 43 

ccatcctaat acgactcact ataqqqc 

<210> 44 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Artifici ally 
synthesized primer sequence 

<220> 

<221> primer_bind 
<222> (I)., (25) 
<40O> 44 

ccaqqqccqc tqtqctctcq qaqqt 
<210> 45 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<220> 

<221> primer_bind 
<222> (1)..(23) 
<400> 45 

qqqqqtcaqq ctqqaactqa qqa 
[0 115] rE&im7V-T*X\~] 
EM*** : 3 40 
: (80) 

tfnK>te, Phe, Ser. Tvr*fc«Cys©C»"r*l3»*«r3- 

ssfiia : (467) saEffia 

t?3 F>B, Phe. Ser Tyr* /c«Cys<0(r»Ttl*»*3- $7^ 
FT*. D?#£„ 

ff&aa : (492) mtttm 



27 



25 



23 

K?*J## : 4 
??&fta : (27) 

$T5^8tt Phe, Ser, Tyr*/fc«CvsOt»"rn^r* 
(156) 

Phe. Ser, Tyr*fc«iCvs©l»Ttl^r* 
(164) 



(73) 

153 

E?W» : 7 

: (74) 

tff=a K>fr£, He, Thr Asn*fc&Ser^<r>T*lrt>*3- 
??CEfia : (80) 

tf:a K>«. Phe, Ser. Tyr*fcfr*Cys<D^T*l*>*:3- 

K-rs. io 

??£Ef3B : (2 52) 

EWS# : 8 
??S(4g : (2 5) 

♦TS^Kl He, Thr\ Asn£/cteSerODt*rft£>"C& 

ffaaa : (2 7) 

te©t»«:*r s 20 

Phe, Ser. Tyr*fcttCys0)t>T*ia»"C* 

SQEGiH : (84) 

*rsySii, Pro-c*9f#£. 
K?US# : 9 
U&HLW. : (230) 

K>W\ Phe, Ser, TyrSfcftJCysOl^tl^fca — 

k-t*. 30 

^CE(SS : (252) 
f?£{Sa : (349) 

ffe<Dtf*B : **»**«:«3esnri*tt(r>o *i&S€rS 
t?3K>«, Leu, l1eSfettValCDl»Tft^*3- K"T 
4. 

EM« : 1 0 

]?a(4B : (77) 

ffiOtWH : *T5 -/Mtt*/c»fc3eS*irtr>ttC^ Sfc. 40 
#T$smt. Phe, Ser. TyrSfcttCvstDt^Ttl^Tft 
■3»S. 

??QEfia : (84) 

i^aEffla : (117) 

: *T ^ -/M«*/c8t£Snrt>ft(,». * ft:, 
*7 5/9(t Leu, ileSfcttvalOl^rtl^r**)!* 
4. 

: 1 1 50 



«H 2000-80 100 
154 

&&&& : (74) 

if=iK>ML lie, Thr, Asn* fcttSertfX'Ttld^^- 
ffCE&S : (SO) 

ffeOtWB : *tt»*5feA:jft3e3tirc»35cC^ *igg£* 
tff=2 K>t£, Phe, Ser. Tyr*ft:aCys<7)t»Ttl3^«:=i — 
KT4. 

^aiaa : (349) 

f&otfttt : ***«*«»jeshrc»ttC». ***** 

to3K>ti. Leu, ileifcttVal^rtufcia- 
S. 

??a(aa : (437) 

ffi<0t»« :**»**ft:«S3nri»tt(r». *«s** 
K>**. Phe, Ser. TyrS/ctiCysCDC^T^^^rn- 

SfiEfiia : (648) 

: *tt*tt*ftf»5es nrt »ttu». *t£2£S 

EW«^ : 1 2 

^staa : (25) 

&T$smt. lie, Thr, Asni/cfciSerCDO>rft#>-C£> 

9f#4o 

SflEtftB : (2 7) 

ffe(DtS« : *7 5 y»tt*ft»tSStir(r^ttC^ SEte, 
$7^851 Phe. Ser, Tvp*fcttCvs©C»Tti^r* 

^aaa : cii7) 

*T Leu. Ile*/cttVan?*D»4. 

^ftuia : (146) 

f&DflM : *7 = y|K«5feft:8tSStirir>ttt». £/c, 
$7^8«i, Phe, Ser, Tyr* WiCysO)C»"J*tl^r* 

9fH4. 

??aE&fi : (216) 

BW*# : 1 3 
??£(2a : (465) 

ifi?'J*^ : 1 4 
??fi{4a : (155) 

flbofftt : *r = -/ w***:*SShri»ttc^ *fc. 
ew«^ 1 5 

ffa&B : (14) 

t*3K>«. Val, Ala, Aspgfc(£G1yaX>T*l#»£=r-- 



C79) 

155 

K-T5. 

^fiffia : (39) 
??CE(4g : (74) 

ftb<Dtf$g : *Jft»**A:i*SStiri>a:t». **£S£# 
tP3 F>(t He. Thr, Asn£ fc&iSer<D(r»T*lfl>*:3 - 
FT*. 

f?GEliS : (SO) 

ffrDflttR : **»**^*«3h-CC^%». 10 
tpn FXt Phe. Ser. Tvr*fc5iCvsOl»"**tl*>*3 — 
FTS. 

f?£{5g : (648) 

K?'J§^ : 1 6 
i?SE(4a : (5) 

*T Val, Ala, AspifctiClv^t^m^-C* 

0»*. 20 

??£&H : (13) 
ffftttg : (25) 

*7^S((i 4 He. Thr, Asn*/c«SeK0t^*l3^"C* 
9ff£ 0 

^aaa : (27) 

*7^i(t Phe, Ser Tyr$ tc « Cyst?* Off &„ 30 

^aaa : ci6> 

*T*/mte. vair&oft*. 
eyijs^ i 7 

?f fiEtiS : (7) 

tff=JF>Mt. Phe, Leu, Ile*fc«Val<DV>-J**lJ&>&=i- 
FT*. 

*ffiE{4B : (11) 

flsotwa : «a«*«»sshr^ac». 40 

tP3K>«, Leu, Pro. His$/cteArqCDt,>Tna>*3 - 
FT5. 

f?£&g : (80) 

ftfe<Dtft*B : *tt»**«i*3e3*iri,»air». 

tfa F>G2, Phe, Ser, Tyr*fc«Cys©l*Ttl3i>«:3 — 

fts. 

i?ii(aa : (349) 

tf=3 K>». Leu, ne*fc{*ValCE)C^n*»*3- FT 

Z>* 50 



^2000-80100 
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EW«*t : 1 8 

??£{£H : (3) 

t7S^BSi. Phe. Leu, Ileifc«Val<ZH»T*ia>C& 

??a(4a : (4) 

f6<D«*R : $7S >>»tt*/c&SSftTC^>. ifc, 
*7S^Btt. Leu, Pro, His*/c«ArqCOt>"rtl^r* 

0ff£o 

#&{4g : (27) 

$7^i«, Phe, Ser, Tyrg/cSiCvsCDC>T"*i;^r& 
Off £ 0 

i?a(4g : (117) 

trs^BB, Leu, ne*2fcttValf*9»4. 
EJ*J#9 : 1 9 
ffaag : (74) 

fe=iK>ti, He, Thr, Asng/cl*Ser<7X>T #13^*3 - 
FT*. 

: (80) 

tf^FVte, Phe, Ser, TyrSSfcHXysflN^Ttl^S^- 
F-T*. 

^CE(4a : (637) 

tf3F>lt, Gin, Lys£fcG*Glu(DC>Tft£>£:=3-- FT 
: (643) 

6nK>« fc Gin, Lys*fc6*GlutDl»T*l)k*:3~ FT 
6. 

: (657) 

tf3K>«, Cvs*fc«Trp*3- FTS. 
*?£E(4H : (659) 

&3F>«, Val, Ala, Clu*fc(iCly<OC»Tti*»*3 — 
FT4. 

^SEfig : (665) 

ffeCDttfB : **»**«»3E3nrtr^(i». 
fr=iF>te, He, Thr, Asn*fcf*Ser$X>T*l0>* 3 - 

E90#9 : 2 0 

&&&& : (25) 

lie, Thr, Asn3fcttSer<2<r>T'feA>'C& 

Off*. 

WSEflfflt : (27) 



CSO) 
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$r^i«, Phe. Ser. Tyrt tdt£Cv$(Dl>'$'tlfrV&> 
i?tfE(4g : (213) 

*T*y^te. Gin, LysS/cttCluOC^^^-CAOf* 

s. 

SSE&a : (215) 

*7;/itt, Gin, LvsS)fc«GluCOC^-r*l*»r*0f# 10 

ffffifiiH : (219) 

ffiot»«:*T5y««*/cia5Esnrir»ttc». *fc. 

^TS^KCS, Cvs*tettTrpr*Of#S. 
fefikB : (220) 

*7Sy»J, Val, Ala, CluafcWClvO)t»Tn^r* 
OS*. 

i?aE(aa : (222) 

teottMR^rs^Mt^^mjesnrc^ftcs £/c 20 

■£T$smiZ, He, Thr, Asn£ tcteSerVfr 9 »4. 

EW«*» : 2 1 

ff £128 : (1) . . (2) 

ton K>te, Met£n- K-*-SpJttte#Wt\, 

??SE{ia : (7) 

ton K>&, Phe, Leu, lie* fcteval <Di< >Ttl*>*3 - 

: (11). .(12) 30 
»Ot»«:<aW3:*ft:«3e3tirc»tt(r>. 
ton Leu, Pro. His, G1n3tfcftArqeDl>?tl£> 

ta-KfS. 

l?£{ia : (14) 

tf3K>tt, Val, Ala. Asp$;feG*Clv<ZX>T*l#>£:n- 
i?ffi{£B : (31) 

tonF>te, Leu, ne*/c«ValCDC>"rn^^n- K"T 40 

i?s(aa : (47) 

ton KXi, Phe. Ser. TVr*fct*Cys©t>"j"tl***3 - 
KT5. 

SfiEtlS : (74) 

tonK>*£, He, Thr, Asn£fcft£Ser<9t>T'J'l&>«:=i - 

Kirs. 

??a(ia : (80) 50 
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ton K>Mt. Phe, Ser. Tyrt fe(£Cys3H>-r*ift>£ n - 
ffftffia : (37) 

ton K>Wt. Leu£n- F-rSoIfi&tt^iSC*. 
??aE(5S : (38) 

ffe<DW« : *tts«*/ci*ssnr^>a:t>. ^ss^^ 

ton K>te, Phe, Leu, Ile*fc{*ValW>T*uO**=i — 
FT*. 

: (349) 

ton K>«.. Leu, ne*/c6iValO)t>m/P*3- KT 
??fi£{4a : (648) 

ton K>«. Val*n- KTSDlfiBttA^iBO. 
fffiEffia : (693) 

tonK>ti, 7he«3- Kr*^I«tt3Wi»ls 
I5?iJ#-^2 2 
??QE(aa : (1) 

ffi<Dtt«:*r5^wa:*«*S3tiri»ttt». 
*rs^K8. MerCfcOWS. 

: (3) 

ffe<DtS$8 : *7 5 /itt*/cft£Sftt^&C^ 
*rs^»tt, Phe, Leu, I1e*fc{*Val®C>T*l*>r* 

^Sfiia : (4) 

$7^8W, Leu. Pro, His, G1n£fcCXArc0X>?*i 
^fiEffia : (5) 

*T Val, Ala, Asp£/eteClyO(,>T#l^r*£> 

^CEtia : (11) 

Leu, IleifcttValOO-ftl^-CAOW 

4. 

??&&a : (i6) 

ffeOtWa : *T5y»W*/c«S3tir(,^j:l*. 

^TS^Kte, Phe, Ser, TyrSfcteCysGX^Tft^rA 

o»s. 

^a(sa : (25) 

m<omn : *r * -/»**fc»S3hrc>*<,». *a£. 

*T^y&te, He, Thr. Asni/tttSeriDO^Il^r* 
?ffiE(4ffi : C27) 
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*TS^S$$i, Phe, Ser, Tyrg ZcteCys^C^tX^r* 
OSS, 

??ffi(aa : (29) 

AB<DtS« : *T * /»«*/cfcSSnr<,*J5U>. ifc, 
*7^B«, Leu"C*Of#4. 
??fiE(4S : (30) 

*7S^B(t Phe, Leu, Ile4fcttVal<BC>Tfta>r& 
f?£(ia : (117) 10 
&T$sm&. Leu. nea/cCival<DC4m3^r*«3f# 

*• 

^SGB : (216) 
i?6E{iS : (2 31) 

ieyjs^ : 2 7 20 

^2E(4S : (1)..(2) 

??£(iS : (7).. (9) 
*?*±{£B : (14) 

ton K>«, Met. Thr, Lvs * fc &*Arq©t> Til *»*=!-- 
FT4. 

^S{4a : (18) 30 

to =3 K>«, Ser4fcttArg*=i- FT*. 

ffSEiiS : (28) 

ttaKXt Phe, Leu, Ile*fc«ValOt*T*l3^*3- 
FT4. 

??a(ia : (32) 

ton F>t*, Val, Ala, AspdtfcttGlv€H'>Ttx#>£='-- 
FTS. 40 
KW»^ : 2 8 

?f CE&a : a) 

Metr^Offs. 

??2E(ia : (3) 
ffSEfiia : (5) 

*7 5 Met, Thr. Lys* ^c^ArpCDC^tl^T^> 

9?S£ Q 50 
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3£E(ig : (6) 

^ataa : aw 

*7^8ii, Phe, Leu, Ile£ /cteValCDl >TtlA>r£> 

raffia : (id 

*7^||W. Val, Asp, Ar^*/c«GlyC!X»T*l^'C* 

K?iJ#^ : 2 9 

: (7) . . (9) 

(fe(Df*tt : *tt*tt*fctfcSSnri»ftC». 

fffiE(4S : (22) 

t?3 KXJ. Phe, Leu, Ile*fc{JVal©t*Ttl3&>*3 — 
FT*. 

: (32) 

tonK>ti, Val, Ala, Asp&/ct2G1y0X>T*l#>«::3-- 
FT*. 

E^JS# : 3 0 
fftt(4a : (3) 

SSffia : (8) 

ffiOtWS : *7 5 >^M«*ft:*5EShrt>tt^, *fc, 
*7;/8«. Phe. Leu, ne*fc«Val©C*rtl^r* 
*)f#*„ 

^aaa : oi) 

#T5-/M«:. Val, Ala, Asp*/cttGlv<D(,>T*ia>"C* 
9?#*. 

S£F»J#-^ : 3 9 
fipStta : (231) 

EW*5 : 4 0 
^6E(48 : (77) 

$7^S«, Tyrr&OfH*. 
EW»** : 4 3 

iB5»J#^ : 4 4 

ffi5*JS-^ : 4 5 

teO«« : AXEWCCO(,>-C<DS3tt : AIMtC^fliL 
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C 0 1 16] 

[01] PmrP&&ftMMfocMP<D±&!t1tf?Z&m& 
tat hPT>irPt h^y ^n-'f-^fiittOfilWlJffl**^ 
0o KlttK* cAMPE>&£S*7nU <A:(AMU. iafttt 

PCOJ C^ntDty ^ a- ^;Utnf*&^£T PTHrP 
(1-34) 0**Stfiglft*fflC»fcWR«:*JW4IS**7TT 

0, rpTHrP(-)j £Jft<9<& (Ctf*ac^PTHrPCl-34) 10 

fit hPTHrPt h *y ? o --^^fa»0««MS»**7ST 
19. Mltttt. cAiyro«£«**U «AcMM». ttftfS 
ft**o . 3 * /c(i l . o il q/ml S £ * © * y £ a — ;1/ 

HrP(+)J tt, ^mco^y ^n-^;bCxt*4>^iTPTHr 
PCl-34) <7>**$toig**fflc»fcJ««c*$6^4ilS*** 

1, rpmrP(-)J *gt&<D# (ta^SCXPTHrPCl-34) 20 

T. 

CB3] FWrP«f?^j}aP t 9cAMP(7>±StCWr4S«CD 
flit hPTHrPb h^^^P-^fa#OWW«l***r 
^ (KMC*. camf©«*«*7*u tfeHMB. 

&P0.3& tetil.Ou q/mHtfcW <D* y 9 D — ^Jl/ 

ttfc©*D->£*».b-r. ftfc. MWttcfcor. rpr 

HrP(+)j C>Ttt<D*y ^D-^;t,tn&fc^£TPTHr 
PCl-34) <D^*StpiS**fflC^cWR(C*jW4IS**^ 
U rpTMrP(-)j 5*, mt&<D& (tS*SO'PTHrPCl-34) 30 

T. 

[04] PTHrPKffW3BIBrtcAMP<D±#CC»T**«0 
tab hFTHrPb h^y ^n-^;Uta(*<DjqiSiJS»«*7n'r 
So ttttl** cAMP©iB£«*S*U */c»f*tt, 

(1-34) 0*t$to«»tfflC>fctt»(c4yW-SIS**^ 

U rpiWrP(-)J &*. *g*fiCD<& (tn^SO'PTHrPCl-34) 40 

r. 

[05] FTHrPiS^Wij€)iartcAMPCD±^^^T^S«co 
tat hPTHrPb h*y 5a~i-)\,tK#<DmfflMm&ff;? 

K**0. 3* fcWti.Ou Q/ml tC48W CD* y 9 a -*-U> 

HrP(+)J ^rtKO-t^^n— *-;Ha#fe^*"rPTHr 
PCl-34) 0>»«dtr«ik«ffiC»A:taft€c«s»&flrJll«9 
U rRHrP(-)J lg«SCD^ (Cx{*RO*PrHrPCl-34) 50 
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To 

[06] (^rPffiSWiMJ}ai^cAMPCD±^CC»r^SaO 
tat HPTHrPt h^y ^a-^;l/tn»<OfflWJ«l»*7ftr 
0„ *f**4fri, cAMF©jg£*&7SU *fcflW4«, tattiS 
K#0.3£/c&1.0m q/mlCCijWiS^^y ^D-^;U 

HrPWJ t>Tftfl>*y 2a-i-)Vtri&i>-$£?FTHr 
PCl-34) (7>**Sto««6*fflc»/cH»tC*jWSlS**7ft 
0. rprHrP(-)J \Z % *gifi<D<* (tt(*SO'PTHrPCl-34) 

T. 

[0 7] FTHrP(S?^iMJ!aWcAI^±#CCWT5SaO 
tab hFTHrPt V *y 9 a-f ^tS*<D«WJja***T 

S#0 . 3* fcBl . 0u q/mltC *$ frt £ S * y ^ a - j- )V 

HrP(+)J l»fhOt-/ ^n-^;l/Ctf*fc$*rPTMr 
PCl-34) a)»«S^«tt«ffi<r>fcHlt(C«5^«ISX«^ 
rpfHrP(-)j tt, igtftCD^ (tA^S^FTHrPCl-34) 

[08] FTOrPffi??WMiai^cAI^±#CC^TeS«<0 
tat hFmrPt ?v-r)lft&omffl%}3ki^-r 

ft^0.3* te«1.0M q/ml«c*jW y ^ a 

HrPC+)J W, 0^m<D*y ^U-^;UCitt*>^$TKTHr 
PCl-34) 0*ftSt?ig»*fflC»fcS»fc*jtt*|fi*** 
rpTHrPC-)J (5\f*SO'PTHrPCl-34) 

T e 

[09] PmrPCD#gRiR(Siif^ffltC^T5Sa<7)Cit hP 

T. n«. SafcLfc^^OEKSmT. ^4b\ Sfii 
tt, «3KCOv^x«:ffl0^cg5CJ»<D^ffl (±SEM) . 
[010] PT>lrPCO#®iRffiiif^fflCC^T^SaO«ib 
hPTHrPb ^o-^^tnf*©ffl»ja**7STB. 

ffl*^ (%) *tSU «te«*tt. ia«iRK« 
nfti, KSSLfc^OXCDEStS^T. ttfc. 
a»<Dv^x«rfflC>/cK!RO¥±Sjfii (±SEM) . 
[011] PTHrfW#KiRffiil^ffl^WT^Sa05ib 
hPTHrPb h*y^D-^iUtt(*<0ffl#»»*7STH. 

^T a nCJ. UCilLfcv^xcDEaSr^T, ttte, SIB 

fflRO-y^xtfflc^WHOTiStt (±SEM) . 
[01 2 ] jRt hPT>HrPt \**s?u-i')l<ifift<Dm& 
J&UmA<D&*&^- K-T4DNAiB5»J©ifc3eo#ia* 
®^WtC^T0o 
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'131 3 ] ttt hPTHrPt h*>>*n-*;Ufitf*2Fs-io- 
^Wt5 PTHrP»«f4«* JUS/ AjfiLffl<^)?fe»«(l*S:in 

ra 

[0 L 4 2 Ififc hPTTirPt h^^^O-^;Uta(*lB3-9-l 

[m 1 5 ] tat hPTHrPt K^^^n-^;UjK»i5H7-a- 
3*^TSPTHrPR«14i«/7JUS/-5AMffi(0^^a&jn 
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* CBI 1 6 3 JSt hPTHrPt h*>^a-:HUtSf*5B12-l6 
-12#?TT £ PmrF^SftS io )V is 0 A j|iiffi(D»H«!)»* 

CH 1 7 3 ffifc hPTHrPt h^y^a-^;U!n(*4B4-6-2 

i***r*PTHrPRSW4iS^7;U*>^ AifiU£©rfi«E«!i«*7ft 
"TH. 

[HI 8 3 tat hPTHrPt h ^r^ ^ O - ^;Utn(*4B4-S-2 
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##; jxQ.01 vs PBS (AHOVA followed by Dumttt) 
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m P< OuOl vs PBS (ANOV A ftttowcd by Dennett) 
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lime (Day) 



•*P<001 ♦ *r<Oitt: %ntlk«U y dttfcrat c uu iu i Td wttfc Ike vehicle 
treated gnrap (Student* « MwQ, 
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F £ — A(#^> 4B024 AA01 AA11 BA44 BASO CA04 
O\02 EA04 GA03 GA12 GA1S 
HAOl HA15 

4B064 AC01 AC27 CA06 CA10 CA19 
CA20 CC24 CE12 DA01 DM.3 

4B065 AA91X AA93Y AB01 A BOS 

BA02 BA04 BA03 B015 CA24 
CA25 CA44 CA46 

4C085 AA14 BB07 CC02 EE01 GC01 
CG02 GG03 GC04 GC06 

4H045 AA11 AA30 BA10 BA18 &A19 
BA41 CA40 0A45 DA76 EA21 
EA22 EA24 EA25 EA27 EA28 
FA70 FA74 GA10 GA15 GA24 
CA26 - 



